HPNJIOKEHMUE I

KPATKA XAPAKTEPUCTHUKA HA ITIPOAYKTA



1. HUME HA JIEKAPCTBEHMUS ITPOAYKT

Tolura 40 mg TabmeTKH

2. KAYECTBEH 1 KOJIMMECTBEH CbCTAB
Bcesika Tabnetka cpappika 40 mg TenMucapTaH.

[TomorHM BeniecTBa ¢ U3BECTHO JieCTBUE:
Bcesika TabmeTka cpabpika 149,8 mg copburon (E420) u 57 mg nakro3a.

3a OBJIHMUS CIIUCHK Ha IIOMOIIHHUTEC BCIICCTBA, BUXKTC TOYKaA 6.1.

3. JEKAPCTBEHA ®OPMA
Tabmerka.

40 mg: 6enu 10 TOYTH Oev, TBOMHOU3ITBKHAIIN, OBATHU Ta0JICTKN

4. KIMHNUYIHU JAHHHA

4.1 TepaneBTUYHHM MOKA3aAHUA

XUINepToHus
Jleuenne Ha eceHITMAIHA XUTIEPTOHUS TIPY BB3PACTHH.

ChpaeyHoChI0Ba MPODIIAKTHKA

HamansiBane Ha chp/ieuHOCHA0OBATA 3200JIEBAEMOCT MPH BB3PACTHH C:

- U3sIBEHa aTepOTPOMOOTHYHA ChPACYHOCHA0BA O0NecT (aHaMHEe3a 32 KOpOHapHa 0OJIECT Ha
CHPIIETO, MO3bUCH HHCYIT WM NEPUPEPHO apTEPUATHO 3a00IIIBAHE) HITH

- 3axapeH AualdeT THIl 2 ¢ YCTAaHOBEHO YBPEXK/aHe HA KPaHHUTE TPHULIETHH OpraHHu.

4.2 J103UpOBKA M HAYUH HA MPUJIOKEHHUE

EO3I/IQOBK3

Jleuenne Ha eceHIIMATIHA XUIEPTOHUS

OO0ukHOBeHO eekTuBHATA 7032 € 40 mg BeqHBXK THEBHO. HsKkow MareHTH Morar Ja ce MOBJIHSAT
JIOpH 1 OT JHEeBHA 7032 oT 20 mg. B ciy4ante, B KOUTO He c€ TOCTHTa KEIaHOTO KPbBHO HaJISTaHe,
Jl03aTa Ha TeIMHUCApTaH MOXe Jla ObJie TToBHIIIeHa MakcuMaltHO 110 80 mg BenHBX THEBHO. KaTo
AITEPHATUBA, TEJIMUCAPTaH MOXKe Jia ObJIe TIpHIaralH B KOMOWHAIMS C AMYPETHUIIN OT THA3UICH THIT
KaTo XUIPOXJIOPOTHUA3U]I, C KOMTO OMBIHUTEIHO c€ TIOHMXaBa KPbBHOTO HaysArane. [lpu pernenue 3a
MMOBHINIABAaHE HA J03aTa, TPSOBa Ja ce MMa MPEIBU/, Y¢ MAKCUMATHUAT aHTUXUIICPTCH3UBEH e(EKT ce
JIOCTUTA B paMKHTE Ha 4 710 8 CeJIMHIIM CIIe]] HAYaJIOTO Ha JICYeHHETo (BK. Touka 5.1).

ChbpaeyHOCHI0BA HDO(bI/IJ'IaKTI/IKa

[IpenopruBanara no3a e 80 mg BeAHBX JHEBHO. He e u3BeCTHO nanu mo-Hucku 1034 oT 80 mg
TeIMHUCapTaH ca epeKTHBHHU 32 HaMaJIsIBaHE Ha ChPIICYHOCHI0BA 3a00ICBAEMOCT.

[Ipu 3amouBaHe Ha JieYCHUE C TEIMHUCAPTaH 32 HAMAISBaHE Ha ChPAEYHOCHI0BA 3200JIEBACMOCT Ce
MpernopbYBa BHUMATEIHO MPOCIIe/siBaHe Ha KPbBHOTO HAJISITaHE M aKO CE Hallara, KOpurupaHe Ha
JIeKapcTBaTa, KOUTO TIOHIDKABAT KPFBHOTO HAJIATAHE.



Cneyuannu nonyrayuu:

ITarmenT ¢ OL0PEYHO YBpEXKIAHE

HanudeH e orpanr9eH ONUT U MAIMEHTH C T&KKHA HapyIIeHHs Ha Ob0pedHara (hyHKIHS WK Ha
xemoauanu3a. [Ipu Te3n manueHTH ce mpenopbyuBa Mo-HUCKa HadainHa 103a ot 20 mg (BXK. Touka 4.4).
ITpu manueHTy ¢ JIeKO IO CPEIHO TEXKKO OBOPEUHO YBpEXkIaHe He ce Hajlara MpoMsiHa B JO3UPOBKATa.

ITanueHTy ¢ YepHOAPOOHO YBpEXKIAHE

Tolura e mpoTHBOTIOKA3aH NMPU MAIIMEHTH C TEKKO YSPHOAPOOHO yBpexknaHe (Bxk. Touka 4.3).
[Tpu marueHTH ¢ JIEKO J0 CPEIHO TEKKO YSPHOAPOOHO YBPEIKAaHE JO3UPOBKATa HE TPsAOBA 1a
Hajsumasa 40 mg BEIHBXK JHEBHO (BXK. ToUKa 4.4).

IlaneHTy B cTapyecka Bb3pacT

He e HeoOxoanMo KOpUrHpaHe Ha 103aTa IMpH MAIEHTH B CTapyecka Bb3pacT.

Ieouampuyna nonyrayus

BesomacHoctTa u edukacHocTTa Ha Tolura mpw Aena U FOHOIIY Ha BB3pacT noj 18 roguHu He ca
YCTaHOBEHH.

HanuuxuTte moHACTOAIIEM JJaHHU Ca ONMUCAHU B TOUKH 5.1 1 5.2, HO MpenopbKy 3a JO3UPOBKA HE

MOJKe J1a ObJIaT HaIPaBeHHU.

Hauun Ha npuiioxxeHue

Tabnerkute TenMucapTaH ca NpeHa3HAYCHH 3a IEPOPATHO MPHIIOKEHUE BETHBK JHEBHO U TpAOBa J1a
ce IpueMar ¢ TeIHOCT, ChC WITH Oe3 XpaHa.

Ipeonasnu mepxu, koumo mpsabea 0a 0voam e3emu npedu paboma Uy NPULOHCeHUue Ha
JIeKAPCMEEHUsL RPOOYKNL.

Tenmucapran TpsOBa 1a ce ChbXpaHsiIBa B 3alleYaTaHus OIUCTEP, MOPAJN XUTPOCKOMUYHUTE CBOMCTBA
Ha Ta0yerkute. TabneTkuTe TpAOBa 1a ce U3BAKAAT OT OJIMCTEpa HEMOCPEACTBEHO NPeI yoTpeda
(BX. TOUKA 6.6).

Tolura TabmeTku He MoraT Ja ObJIaT pa3JeiissHH, CICIOBATEIIHO TE HE Ca TOIXO AN 32 IPUIIOKCHHE
MIpU MAIMEHTH, KOUTO C€ HYXKIAAT OT Jo03a oT 20 mg TeIMHUCcapTaH 3a JIeUeHHe Ha XUIIEPTOHUS HITH 32
MAIUEHTH C TEXKKO ObOPEYHO YBpEKIaHE WITH XeMOAHAIr3a. 3a Te3U MallMeHTH ca HATUIHU
EKBHBAJICHTHU TPOIYKTH ChC ChIIIATa aKTHBHA ChCTABKA.

4.3 IIporuBonokazaHus

- CBpPBXYyBCTBUTEITHOCT KbM aKTHBHOTO BEIIECTBO WJIM KbM HAKOE OT IIOMOIITHUTE BELIECTBA,
n30poeHH B TOuKa 6.1.

- Bropu u Tpetu TpuMecThp Ha OpeMeHHOCTTA (BXK. TOUkH 4.4 1 4.6).

- OOcTpyKTHBHH 3a00JsIBaHHS HA KITBYHHUTE TBTHIIA.

- Texko uepHOAPOOHO yBpEKIaHE.

EnnoBpemennata ynorpeba Ha Tolura ¢ anuckupeH-chAbpIKaIIM IPOAYKTH € IPOTHBOIIOKa3aHa MPU
TAIMEeHTH Che 3axapeH auader uim 6s6peuno yspesxkaane (GFR < 60 ml/min/1,73 m?) (Bx. Touka 4.5
us.1).

4.4 CrnenuajHu npeaynpe:kaeHus: U Npeana3Hu MepKU MpH ynorpeda

Bpemennoct



He Tps6Ba na ce 3amo4Ba npreM Ha aHTHOTCH3HH 1l perenTopHr aHTarOHUCTH TI0 BpeMe Ha
OpeMeHHOCT. [TarueHTKNUTE, KOUTO IIAHUPAT OPEMEHHOCT, TPsIOBA J]a MpEMUHAT KbM alITEPHATHBHO
AHTUXUIIEPTCH3UBHO JICYCHUE C yCTaHOBEH Mpodui Ha 6€30MacCHOCT MpH yIoTpeda 1o BpeMe Ha
OpEMEHHOCT, OCBEH aKO C€ CUUTA, Y€ € OT 0COOCHA BaKHOCT J]a C€ MPOIBJIKH JICUCHUETO C
aaruoteH3uH 1l perenTopHN aHTAarOHUCTH. AKO € JMArHOCTHIINPaHa OPEMEHHOCT, JISYEHUETO C
aHTHOTeH3HUH I perenTopHu aHTarOHUCTH TPSOBa He3a0aBHO Ja Ob/Ie MPEYCTAHOBEHO U aKO €
MOIXOSIIO Ja ObJIe 3aII0YHATO ATSPHATUBHO JiedeHHe (BXK. Toukh 4.3 u 4.6).

YepHOApOOHO YBpEXKIAHE

Tolura He TpAOBa Aa ce mpuIara Mpy MaueHTH C X0JIECTa3a, C KITBYHN OOCTPYKTHBHH HapyIISHHU
WM TEXKO YEPHOIPOOHO yBpexaaHe (BX. Touka 4.3), Thii KaTo HO-ToJsIMaTa 4acT OT TeIMHUCApTaH ce
SNIMMHHHpPA upe3 KTpuKarta. [Ipn Te3n marueHTn MoXe 1a ce 09aKBa HaMaleH YepHOAPOOEH KINPBHHC
Ha TenMucaptad. Tolura Tps0Ba fa ce mpuilara BHUMaTeJIHO MIPH MALMEHTH C JIEKU JI0 CPEJHO TEXKKH
HapyIIeHUsS B YepHOAPOOHATA (QYHKITHSL.

HurecTunanen anruoeaem

3a MHTECTHHAJICH aHTHOeJIeM Ce ChOOIIaBa PH MAMeHTH, JIEKyBaHH ¢ aHTHOTeH3HH 1l penenrropHu
aHTaroHUCTH (BXkK. Touka 4.8). Te3u nmanueHTn UMaT KopeMHa 00JIKa, TaJicHe, TOBPBIIAHE U TUapHsL.
CumnToMuTe OTIIYMSABAT CJIE IIPEyCTaHOBsIBaHE HAa aHTHOTEH3HH 11 penenTopHUTE aHTarOHNUCTH.
AXO ce TMarHOCTUIIMPa UHTECTHHAJICH aHTHOE/IEM, JISYEHHETO C TeIMICApTaH TPsAOBa J1a ce
MIPEYCTAaHOBH U Ja C€ 3aII0YHE OAXOSIIO0 HaOII0AEHHE 10 IBIHOTO OTIIYMSBAaHE HA CHMIITOMHUTE.

PeHOBaCKVHaDHa XUTNICPTOHUSA

Korato manmenTn cbe cTeHo3a Ha ABeTe OBOpPEYHN apTepHuH WIIH CTEHO3a Ha apTepusITa KbM eNHIYCH
¢yHKIMOHMpan] ObOpEeK ca JIEKyBaHH C JIEKapCTBa, TOBIUABAIIY CUCTEMaTa peHHH-aHTHOTEeH3HH-
QJIOCTEPOH CHIIECTBYBA IMOBUIIEH PUCK OT TEKKa XUITOTOHUS M OBOpeYHa HEJOCTATHYHOCT.

Br0peuno yBpexgane u Ob0pedHa TpaHCILIAHTALNS

Koraro ce m3nomssa Tolura mpu manuenTH ¢ HapymeHa 0b0pedHa (HyHKIHA, Ce MPEIophuBa
MIEPUOINIHO MOHUTOPUPAHE Ha KM U CEPYMHOTO HHBO Ha KpeaTnHUHA. HsiMa MoCcTaThYHO NaHHU
10 OTHOIIIEHHUE Ha MPUIIOKeHNeTo Ha Tolura mpu manuenTy, mpeThpIieian Hackopo Ob0pedHa
TPaHCIUTAHTAIIHS.

BbTpechaoBa XUIIOBOAESMHUS

CumnroMaTHYHa XUTIOTOHHS, OCOOEHO ciiest mbpBara /103a Tolura moxe na ce HaOmoaBa Ipu
MaIMeHTH C HaMaJleH 00eM W/WIIM HATPUeB JeUIUT IPH MOIIHA IUYPETUYHA Teparus, 1eTa ¢
OTPaHUYCHO MTPHEMaHe Ha COJ, JUAPHsI WK MOBpbhINaHe. TakuBa chCTOSHUS TPsiOBa ja ObaatT
KOpUTHpaHU Mpeau npuioxeHue Ha Tolura. HamaneHusAT 00eM u/Wiii HATPUEBUAT ACHUITUT TPsOBa J1a
ObJIc KOPUTHPAH Mpeau npriokenue Ha Tolura.

JBOMHO 6JIOKHDaHe Ha pCHUH aHT'MOTCH3HMH -aJITIOCTCPOHOBATA CUCTEMA (PAAC)

Wma nanHy, ye eqHoBpeMenHara ynorpeda Ha ACE uaxuburopu, anruotensuH ll-penentopan
OJIOKepH WU aJCKUPEH MOBUILIABA PUCKA OT XUIIOTOHUS, XUIIEPKAIUEMUS 1 HaMaJIsiBaHe Ha
O0pOpeuHara QpyHKIMS (BKIFOUUTETHO ocTpa ObOpedHa HegocTaTbyHOCT). [lopaan ToBa He ce
npenopbuBa ABoHO O6okupane Ha PAAC upe3 komOunupanara ynorpedba Ha ACE uaxuburopw,
anruoTeHsuH lI-penentopan O0Kepy WM alMCKUpeH (BX. Touku 4.5 n 5.1).

AKO ce TIpelieHH, Ue TepalisaTa ¢ IBOHHO OJIOKHpaHe € aOCOM0THO HE00X0MMa, TOBa TpsAOBa 1a
CTaBa caMo I10/1 HAOJIIOAEHUETO Ha CIIENHUANIUCT U MIPY YeCTO BHUMATEIHO MOHUTOpPHpaHe Ha
O0bOpeuHaTa GyHKIHUS, eIEKTPOIUTUTE U KPHBHOTO HAJIATAHE.



ACE naxubnurtopu u aHrnoteHsuH lI-penentopHu GokepH He TpIOBa [a ce U3MOI3BAT €AHOBPEMEHHO
TIpH MTAIMEHTH ¢ JrabeTHa HeponaTusl.

HDVFI/I CHhCTOAHHUA CHC CTUMYJIAINA Ha CUCTEMATAa PCHUH-aHTUOTCH3UH-aJIJOCTCPOH

ITpu maruenTH, YMATO BacKyJIapeH TOHYC U ObOpedHa (GyHKIMS 3aBUCIT OCHOBHO OT aKTHBHOCTTA Ha
cUCcTEeMara peHUH-aHTMOTCH3MH-AJIOCTEPOH (HAIpUMep MAI[HeHTH C TeXKa 3aCTONHA ChpIeuHa
HEJIOCTATHYHOCT WM CHIIECTBYBAIO OBOpeuHO 3a00ABaHe, BKIIFOUYUTEITHO U CTEHO3a Ha ObOpevyHaTa
apTepusi), ICYCHUETO C JICKAPCTBEHH MPOILYKTH, KOUTO MOBIUIBAT Ta3U CHCTEMa, KATO TEIMHCAPTaH,
MPEAM3BUKBA OCTPA XUIIOTOHHUS, XUIIEPA30TEMUsI, OJIUTYPHS WU PSIIKO OCTpa OhOpeuHa
HEJIOCTaTHYHOCT (BXK. Touka 4.8).

IIbpBHYEH AJIOCTEPOHUZBM

[TaneHTH ¢ MbPBUYEH aJ1IOCTEPOHU3BM I10 MIPUHIIKIT HSIMA Jla pearupat Ha aHTUXUTNEPTSH3UBHU
JIeKapCTBEHH MPOIYKTH, ISHCTBAIIY Ype3 HHXHOMpaHe Ha CICTeMaTa peHnH-aHrHoTeH3uH. [lopanu
TOBa, YHOTpebaTa Ha TEJIMUCAPTAH HE CE IPETophUBa.

CreHO3a Ha a0pTHATa U MUTpajIHA Kjala, O6CTDVKTI/IBH21 XI/IHGDTDOd)I/I‘IHa KapaAuOMHOIIaTHA

Kakro npu npyrure Ba3oannaTaTopy, ClelMaIHO BHUIMAaHUE € He00OXOAUMO MPH MalUEeHTH, CTPaJaliu
OT a0pTHA WJIM MUTpAJIHA CTCHO3a WM OOCTPYKTHBHA XUIEPTPO(UIHA KAPIUOMHUOIIATHSI.

IlanmeHnTu ¢ I[I/Ia6eT., JICKYBAaHH C MHCYJIMH WJIN aHTI/IZ[I/Ia6€THI/I JICKApCTBA

HpI/I TE3U MAIUCHTU MOXE Ja HACTBIIN XUIIOTJIMKEMUS ITPU JICUCHUE C TCIIMHUCApPTAaH. 3&TOBa, IpH TE3U
IManMCHTH Tp}I6Ba Ja ce 0OMUCIN CHOTBETHO IIpoCICAABaHC Ha KPbBHATA 3axap U MOXKE Jia CC HAJIOKHU
KOpUTUPAHE Ha N03aTa Ha UHCYJIMHA WU aHTI/I)lI/Ia6€THI/ITe JICKapCTBCHA, KOraTo € [oKas3aHo.

XurepkaaueMust

YnoTpebaTa Ha JeKapcTBEHH MPOIYKTH, KOUTO MOBJIHSBAT CHCTEMAaTa PEHIH-aHTHOTEH3NH-
AIJOCTEPOH MOKE J]a IOBE/IE 10 XUIICPKATHEMHUS.

XunepkanueMusaTa Moxe Ia Obae ¢ (paTaeH n3Xoa IpH MAIEeHTH B HAIIpEAHAIa BH3PacT, IPH
MAIMEeHTH ¢ 0bOpeYHa HeJJOCTAThYHOCT, MPH MAIIMEHTH ¢ JUa0eT, pH MAIeHTH, JICKyBaHH
€IHOBPEMEHHO U C IPYTH JICKAPCTBEHU MPOIYKTH, KOUTO MOTAT J]a MOBUIIIAT HUBATa HA KAJIUS /WA
IIPY NALMEHTH C IPUIPY’KABALY ChCTOSHUS.

Ipeau ma ce B3eMe pelIeHne 32 eIHOBPEMEHHO MMPHUJIOKEHHE Ha JIEKAPCTBEHH MPOIYKTH, KOHUTO
MOBJIMSIBAT CUCTEMaTa PeHUH-aHIMOTEH3UH-AIOCTEPOH, TPSAOBA J1a ce MPEIEeHH ChOTHOIICHUETO
oJ13a/ PUCK.

OCHOBHHUTE PUCKOBH (PaKTOpH 32 Bh3HUKBaHE HA XUIIEPKAIUEMUS, KOUTO TPAOBa J1a ce B3eMaT Mo

BHUMaHHE Ca:

- 3axapeH nuaber, ObOpedHO yBpekKaaHe, Bb3pacT (>70 ToauHn).

- Kom6uHanus ¢ equH wiM nopeye JIEKapcTBEHU MPOIYKTH, KOUTO MOBIHUABAT CCTEMaTa PeHUH-
AQHTHOTCH3WH-AIOCTEPOH ¥/ KaNueBH NO0aBKH. JIeKapCTBEHN MPOAYKTH WIN TEPATIEBTHIHN
TPYNH Ha JIEKAPCTBEHHU MPOYKTH, KOUTO MOTAT Jia MPEIU3BUKAT XUTIEPKATMEMHUS Ca COJIEBU
3aMECTUTEIH, ChIBPIKAIIN KU, Kanuii-cexpanssany auypetuiy, ACE uaxuburopw,
aHruoTeH3uH 11 penenTopHN aHTarOHUCTH, HECTEPOUIHN IPOTHBOBB3MAIUTEIIHN CPEICTBA
(HCIIBC BxutountenHo cenekTuBHE COX -2 HHXUOUTOPH), XETapHH, UMYHOCYTIPECOPH
(UMKIOCTIOPYH WK TaKPOJIMMYC) H TPUMETOIIPHM.

- WHTEpKYpeHTHU CHOUTHS U TTO-CIIEIHMAITHO ACXUApaTHPaHEe, OCTPa ChpJcUHa JIEKOMITICHCAITHS,
MeTaOOJMTHA alu103a, BioleHa Ob0peuHa pyHKIMs, BHE3aIIHO BIIOLIaBaHe Ha ObOPEYHOTO
chcTOsIHME (HanpuMmep HH(DEKIIMO3HU 3a00JIIBaHNs ), KICTHYHO JIN3UpaHe (HapuMep oOcTpa
UCXEMHMS Ha KpalHHUKa, pabIOMUOIN3a, OOLINPHA TPaBMa).



[Ipn pucKkoBHM MareHTH ce MpenopbiBa BHUMATEITHO MOHUTOPUpPAHe Ha cepyMHUs Kaini (Bx. Todka
4.5).

CopOuton

ToBa nexkapcTBO chabpxa 149,8 mg copOuTON BB BCsKA TabJIETKA.

Tpsi6Ba na ce MMa NpeIBUI AAUTUBHUAT e(eKT HA CHITBTCTBAILO IPHIIaraH! NPOAYKTH, ChIbPKAIIN
copburon (mm GppyKTo3a), KAKTO U XPAaHUTEIHHUAT IIPHEM Ha copouTon (M GpykTo3a).
CpIObpKaHHETO Ha COPOUTOIN B JIEKAPCTBEHH MPOIYKTH 3a MEPOPAIHO MPUIIOKEHUE MOXKE [ja TIOBIIHUSIE
OMOHANTMYHOCTTA Ha APYTH JIEKAPCTBEHU MPOAYKTH 32 TIEPOPATHO MPHIIOKEHNE, KOUTO Ce MpUIarat
CBIIBTCTBALIIO.

[Tanmentn ¢ HaciaencTBeHa HeMOHOCHMOCT KbM (ppykTo3a (HFI) He TpsOBa na mpuemar/monyyaBaTt
TO3H JIEKapPCTBEH MPOIYKT.

JlakTo3a
Tolura TabneTku Chabprka TakTo3a. [1alMeHTn ¢ peaKku HaCAeACTBEHH MTPOOJIEMH Ha HETOHOCUMOCT
KBM TaJaKTO3a, ITBJICH JIAKTa3eH AS(UIUT WIH TII0K030-TaJaKTO3Ha MamabcopOmms He TpsOBa ga

npuemar Tolura.

EtHuYecku paznuyuus

KakTto e Ha6J'II-0)IaBaHO apu I/IHXI/I6I/ITOpI/ITe Ha aHTMOTCH3UWH KOHBCPTUPALIUA CH3UM, TCJIMHUCAPTAaH U
APYTrUTE aHT'MOTCH3UH II peuenTOpHU aHTAaroHUCTHU €a OUCBUIHO ITO-MAJIKO e(l)eKTI/IBHI/I B
IMMOHM>XXAaBaHETO HAa KPbBHOTO HAJIATAHE MIPH XOpa OT Y€pHATa paca, OTKOJIKOTO IMpU JPYruTe pacu,
BEPOATHO IMOPaaX MO-4€CTOTO CPCIIaHE B YEpHATAa IOITyJIalisd Ha HUCKO PEHUHOBO HMBO C IPOABU Ha
XUIICPTOHUA.

Z!QYFI/I

KakTto npu npyru aHTUXUNEPTEH3UBHU areHTH, eKCIIECHBHATA PELyKIHs Ha KPbBHOTO HaJSITaHE MPU
MAIMeHTH C UCXEeMHUYHA KapAXONATHA WIIN HCXEMHYHO KapANOBaCKyIapHO 3a00sIBaHe MOXKE Jja
JIOBeJIe 10 MHOKap/eH HHPAPKT WX UHCYIIT.

4.5 BsaumogeiicTBHe ¢ IPYI'H JIeKApPCTBEHH NPOAYKTH U APYru (popMH Ha B3aMMoO/elicTBHe

Z!I/IFOKCI/IH

[Ipu emHOBpeMeHHa ynoTpeOa Ha TelIMHUCAapTaH ¢ AUTOKCHH ce HaOlojaBa yMepeHo IMOBHIIIaBaHe Ha
nukoBata (49%) u Ha Haii-HuckaTa (20%) ra3mMeHa KOHIEHTanus Ha qurokcuH. [lpu 3anouBane,
KOpUTHpaHe Ha J]03aTa WK CITUpaHe Ha JIEYSHUETO C TeIMHUCapTaH, TpsAOBa 1a ce HaloJaBaT HUBaTa
Ha TUTOKCHH, 32 JIa C€ MOAAbPIKAT B TEPANICBTUYHUS HHTEPBAJL.

Kakro u npyrute nexapcTBEHH MPOAYKTH, KOUTO TMOBJHSBAT CUCTEMAaTa PEHHH-AaHTHOTEH3MH-
QIOCTEPOH, TSIMUCAPTAH MOXKE JIa MPEIU3BHUKA XUIepKaneMus (Bx. Touka 4.4). To3u puCK MOXe Ja
CE YBEJIMYH B CIIy4ail HA KOMOWHUPAHO JICUYSHHE C IPYTH JIEKAPCTBEHU IPOIYKTH, KOUTO CBHIIO MOTAT
Jla IPeIM3BUKAT XUTIEpKaIueMus (COJIEeBU 3aMECTUTEIH, ChIbPKAIIK KaJIUH, Kalui-ChXpaHsIBalll
nuypetui, ACE nuHXxubuTopH, anruoTeH3uH Il perentopHn aHTarOHUCTH, HECTEPOUTHH
npotuBoBw3namuTeHu cpeactsa (HCIIBC BrmrounTenHo cenmektuBHE COX -2 HHXUOUTOPH),
XeTapyH, UMYHOCYTIPECOPH (LIUKJIOCTIOPUH WK TAaKPOJIUMYC) B TPUMETOIIPHUM).

BBb3HMKBaHETO HA XUIIEPKATMEMUS 3aBUCH OT CBBP3aHUTE C TOBA PUCKOBHU (hakTopH. PUCKBT ce
MTOBUINIABA TIPH ITO-TOPE MMOCOYCHUTE JICUeOHN KOMOMHAIINHU. PUCKBT € 0cOOEHO BUCOK ITpH
KOMOHWHAITUS C K- ChbXPaHsIBAIIHM JUYPETHIM M KOTaTO C€ KOMOWHHUPA ChC COJIEBU 3aMECTUTEIIH,



cpabppokammy kanuit. Hampumep npu kombunanus ¢ ACE uaxuburopu nin HCIIBC pucksT € no-
MallbK, IPU YCJIOBHE Y€ CTPUKTHO C€ CMa3BaT MpEANa3HuTe MEPKU MU yrnoTpeoda.

EaH0€p€M€HHOm0 NpUOdCeHUe He ce npenopvued C

Kanuii-chbXpaHsBaliy JNYPETHIIN U KATUCBH I[063.BKI/I

Anrnotens3ud Il perienTopHUTEe aHTATOHUCTH, KAKBBTO € TeIMUCApTaH, HaMaJlsBaT 3ary0aTta Ha KaJui,
KOSTO CE HpI/IJII/IBBI/IKBa oT }II/IypeTI/I]_II/ITe. KaﬂHﬁ—C’bXpaHHBaLHHTe ):[I/IypeTI/IHI/I KaTo CHI/IpI/IHOJ'IaKTOH,
SIJICPEHOH, TPUAMTEPEH WIIH aMIJIOPU], KATHEBUTE IOOABKU WIIM COJICBUTE 3aMECTUTEIH,
CHABPIKAIIN KAJIMK MOTAT /1a JOBEAAT A0 3HAYUMO TTOBUIIIABAHE HA CEPyMHUS KaIHid. AKO
€JITHOBPEMEHHOTO MPHIIIOKEHHNE € TIOKAa3aHO MOpajiil YCTAHOBEHA XUITOKAIUEMUs, TO TpsiOBa aa ce
M3BBPINBA C TOBUIIICHO BHUMAaHKE U TPSAOBA YECTO JIa CE€ MOHUTOPUPA CEPYMHUS KaTHH.

Jlutuit

[To Bpeme Ha eTHOBPEMEHHO TPUIIOKEHUE HA JIUTUH C MHXUOUTOPH Ha aHTHOTSH3MH KOHBEPTHUPALITHUS
€H3WM U C aHTHOTEH3UH Il penenTopHu aHTaroHUCTH, BKIIFOUUTETHO TEIIMUCAPTAH, Ca HA0I01aBaH!
00paTuMO MOBHUINICHUE HA CEPYMHHUTE JINTHEBH KOHIICHTPAIIMHU ¥ MPOSBU HA TOKCHYHOCT. AKO Ta3u
KOMOMHAIUS € He00X0AMMa, ce IPenopbuBa BHUMATEIHO MOHUTOPUPAHE HA CEPYMHUTE HUBA Ha
JINTHA.

EaHOGPQMeHHOMO NPUNOIHCEHUE USUCKBA NOBUULEHO 6HUMAHUE NPU

HCCTCDOI/IHHI/I OPOTHBOBB3INATUTEIHHN JICKAPCTBCHHU ITPOAYKTH

HCITIBC (T.e. aneTriIcaIMIIMIIOBa KHCEIMHA B IPOTOBOBB3ManuTe H: 1031, COX -2 HHXHUOUTOPH U
HecenektuBHE HCIIBC) Morat 1a HaMansaT aHTUXUNEPTEH3UBHUS e€(PEeKT Ha aHTHOTEeH3uH I
peLenToOpHUTE aHTaroHUCTH. [1py HAKOM MAIeHTH ¢ HapylIeHa Ob0peuHa GyHKIUS (HarpuMep
JIeXUpaTUPaHU MMAllMEHTH WIK TAIIMEeHTH B HAIIpeHalIa Bh3PAaCT ¢ HapylleHa ObOpeuHa QyHKIHs)
€/IHOBPEMEHHOTO MPUIIOKEHHE HAa aHTHOTEeH3MH 1] perenTopHr aHTarOHUCTH M JIEKAPCTBEHH
MPOIYKTH, KOUTO HHXHOHMPAT IIUKIIO-OKCUTEHA3aTa MOXKe J1a TOBEAE A0 IMO-HATATHIIHO BIOMIABaHE Ha
ObOpeuHara QyHKIHS, BKIIOYHTEIHO € Bh3MOXKHA OCTpa OOpevHa HeIOCTAThYHOCT, KOSITO
00uKHOBeHO ¢ oopaTuMa. [1o Ta3u mpuurHa, KOMOMHAIMATA TPsIOBa 1a OB MpUIaraHa ¢ IOBUIICHO
BHUMaHHE, 0COOCHO IIPH TMALUECHTH B CTapuecka Bh3pacT. [lanuenture TpsOBa na ObIaT ageKBaTHO
XUJpaTUPaHU U Aa Obje npocnesBaHa 0b0pedHaTa UM (PYHKIUS B HAUAJIIOTO HA KOMOMHUPAHOTO
JICYCHHE W IEPUOANIHO CJIe]] TOBA.

B eano npoyuBaHe eIHOBPEMEHHOTO MTpUJIaraHe Ha TeIMUCAPTAH U PaMUIPUII € I0BEJIO JI0 TOKaYBaHe
Ha AUC.24 11 Crax Ha paMUTIPHAI ¥ paMUTIpiiIatT Ao 2,5 mptr. KnuHnyaaTa 3Ha4MMOCT Ha TOBA

HaOIIONEHUE HE € U3BECTHA.

JInyperuny (THa3UIHN WA OPUMKOBH JUYDPETULIN)

[penmecTBaia Tepanus ¢ BUCOKH J03U TUYPETHIHN KaTto Gypocemus (OpUMKOB THYPETUK) U
XUIPOXJIOPOTHA3H] (THA3UICH ANYPETUK) MOJKE J1a JOBEZE 10 HaMaJieH 00eM Ha IIUpKyJIrpaIaTa
KPbB U PUCK OT Bb3HUKBAHE HA XUIIOTOHUS IIPU 3alI0YBAaHE Ha JCUECHUE C TEIMUCAPTAH.

Tpsabea ca ce 83eme nOO BHUMANUE NPU eOHOBPEMEHHO NPUNOACEHUE

Jpyry aHTUXUIIEPTCH3NBHU JICKAPCTBESHU MPOIYKTH

XunoTeH3uBHAA e(heKT Ha TEIMUCAPTaH MOKE []a CE TIOBHIIHN IIPH €THOBPEMEHHOTO IIPHIIOKEHUE C
JIPYT'd AaHTUXUIIEPTEH3UBHU JIEKAPCTBEHU ITPOLYKTH.

JlaHHY OT KJIMHHWYHM NIPOYYBaHHS ITOKA3BAaT, Y€ JBOHHOTO OJIOKHpaHE Ha PEHUH aHTMOTEH3HH
angoctepoHoBata cucreMa (PAAC) upes komOuHupanara ynorpeda Ha ACE naxuburtopu,



aHruoteH3uH I[I-penentopan GIoKepy WM aJMCKUPEH Ce CBhP3Ba C MO-BUCOKA YECTOTA Ha HEXKEJIaH!
CBHOUTHUS, KATO HAPUMEP XUTIOTOHUS, XUTIEPKAIMEMHS M HaMaJsIBaHe Ha ObOpeuHara QyHKiums
(BKITFOUMTEITHO OCTpa OBOpedHa HEIOCTATHYHOCT), B CpaBHEHHE € YITOTpedaTa caMo Ha €JIHO
cpenacTso, neiictBamo Bepxy PAAC (k. Touku 4.3,4.4 u 5.1).

Bb3 ocHOBa Ha (hapMaKOJIOTHYHUTE UM CBOMCTBA € Bh3MOXKHO JIa C€ 0YaKBa, Ye CICTHUTE
JIeKapCTBEHH MPOJAYKTH MOTAT JIa ITOBUILIAT XUITOTEH3UBHUA e(peKT Ha BCHYKH aHTUXHUIIEPTEH3UBHU
CPEJICTBA, BKIIOYUTEITHO TeJIMHUCAPTaH: 0akiIo(eH, aMi(OCTHH.

CsI0 Taka, OPTOCTaTHYHATA XUIIOTOHUS MOXKE J1a OBJIe 3acuiieHa OT aJIKOX0Jl, 6apOuTypaTH,
HAapKOTHYHH BEIECTBA WM aHTUACIIPECAHTH.

KODTI/IKOCTGDOI/II[I/I (CI/ICTeMHO HDI/IJ’IO)KGHI/IG)

HamansBane Ha aHTUXHUIICPTCH3UBHUS €(EKT.
4.6 @epTUIUTET, )PEMEHHOCT U KbpPMeEHe

Bpemennoct

He ce npenopbuBa ynotpedata Ha aHruoTeH3uH 11 perienTopHU aHTArOHUCTH IIPe3 IbPBUSI TPUMECTHP
Ha OpeMeHHOCTTa (BXK. Touka 4.4). YroTpebara Ha aHTHOTEeH3HH ] perenTopHr aHTarOHUCTH €
IIPOTUBOIIOKA3aHa MIPe3 BTOPHS U TPETUSI TPUMECTHP Ha OpeMeHHOCTTA (BX. TOUkH 4.3 u 4.4).

Hsma nocratbuHo faHHU 3a ynoTpeOaTa Ha Tolura npu 6pemennu xenu. [IpoyuBanusta npu
JKMBOTHHU T0Ka3BaT PENPOAYKTHBHA TOKCUYHOCT (BXK. ToUKa 5.3).

EnumpemMuonornuHuTe JaHHM 3a PUCKA OT TepaTtoreHHocT cien excriosuius Ha ACE naxuburopu npes
IBPBHUS TPUMECTHP Ha OPEMEHHOCTTA He ca yoenuTelHu. Bee nmak, He Moe Jla ce U3KII0UH ¢1abo
TMOBUIIIaBaHE HA PUCKA. JIOKB,TO HsAMa KOHTPOJIMpaHu CIMUACMHUOJIOTMYHN JaHHU 3a pUCKa IpU
yrnorpeba Ha aHTHOTeH3HH |1 penenTopHN aHTarOHUCTH, CXOAHU PUCKOBE MOT'AT Jla ChIIECTBYBAT U
IIpY TO3M KJIac JiekapcTBa. [lannenTkure, KOUTO IIaHupaT OpeMeHHOCT, TPsIOBa J1a MPEMUHAT KbM
ITEPHATHBHO aHTUXUIIEPTEH3UBHO JICYEHNE C YCTaHOBEH PO Ha OE30ITacCHOCT IIPH yIoTpeda 1o
BpeMe Ha OPeMEHHOCT, OCBEH aKO CE CUUTA, Ue € OT OCOOCHA BAYKHOCT J1a CE MPOIBIDKHU JICUCHUETO C
anruoTeH3uH Il penenTopHu aHTaroHUCTH. AKO € TUarHOCTUIpaHa OpeMEHHOCT, JICUYCHNUETO C
aHrroTeH3uH Il perienTopHy aHTaroHUCTH TPAOBa He3a0aBHO Ja O'bJIe MPEYCTaHOBEHO U aKO €
MOIXOIAIIO A2 OB/IC 3aII09YHATO AITEPHATHBHO JICUCHHE.

YcTaHOBEHO €, e eKCIIO3UIUATa Ha aHTHOTeH3HH 1] pernenTopHr aHTarOHUCTH TIPe3 BTOPUS U TPETHUS
TPUMECThP Ha OPEMEHHOCTTA MPEIU3BUKBA (DETOTOKCHYHOCT TPH XOpa (MMOHMmKeHa ObOpeuHa
(hyHKIMS, OTUTOXUAPAMHHUOH, 3a0aBeHa yepernHa ocu(UKalys) 1 HeOHaTalHa TOKCUYHOCT (ObOpedHa
HEJI0CTATHYHOCT, XUTIOTOHUS, XATIEpKaTrueMus) (BXK. Touka 5.3).

[IpenoppuBa ce ynTpa3ByKoB Iperiie] Ha ObOpeyHaTa (GYHKINS U Yeperia, ako HACThITH eKCITO3UITHS
Ha aHTHOTEeH3MH ] perenTopHr aHTarOHUCTH TIPE3 BTOPUSI TPUMECTHP Ha OPEMEHHOCTTA U CIIEI TOBA.
HoBopojeHuTe, YMiiTO MaliKK ca MpUEeMalTi aHTHOTeH3MH 11 perenTopHr aHTaroHUCTH, TPSIOBa 1a
OBJIaT BHUMATEIHO HAO0JII0/IaBaHM 32 HAJTMYKME HA XUITOTOHMS (BXK. TOUkHU 4.3 u 4.4).

Kepmene

TBii KaTo HAMA TaHHK OTHOCHO yroTpebata Ha Tolura B mepuosa Ha kbpMeHe, Tolura He ce
MPEToOpPbYBa, a c€ MPEANOYUTAT ANTCPHATHBHHU JICUCHHS C TI0-100pe yCTaHOBEH PO Ha
0e30MacHOCT B IepHoa Ha KbpMeHe, 0COO0EHO MPU KbPMEHE Ha HOBOPOIECHO WJIH MPEXKIEBPEMEHHO
POIEHO JIeTe.

DepTuauter

B npeaxnuHu4YHY poyuBaHUA He ca HabmronaBaHu edektu Ha Tolura BbpXy pepTunnTeTa Ha MBXKKU
Y JKCHCKU UHIVBUIM.




4.7 EdexTn BbpXy c1oco0HOCTTa 32 oGuUpaHe H padoTa ¢ MALIMHU

Koraro ce modupa wim paboTu ¢ MaIimHU TPSAOBA Ja ce MMa MPEIBUIL, Y€ TIPU aHTUXHUITEPTEH3NBHA
Tepanus kato Tolura, Makap M psiIko, MOTaT Jia Ce MPOSBAT 3aMaiiBaHe W CHHIUBOCT.

4.8 Hexenanu JeKapcTBEeHU peaKIuu

Kpartko n3noxenue Ha npoduia Ha 0€30I1acHOCT

CepHo3HHTE HEXKETAHH JIEKAPCTBEHN PEAKIMH BKIFOUBAT aHA(DUIAKTUYIHHU PEAKIINU U aHTHOCIEM,
KOUTO MOXe€ J]a HacThIAT psaako (>1/10 000 go <1/1 000), u octpa 6B0peyHa HEAOCTATHUHOCT.

YecToTaTa Ha HEXXEJTaHUTE JIEKAPCTBEHU PEaKINH, ChOOIIEHH NIPU YHOTpeda Ha TeIMUCAPTaH e
cpaBHuMa c TwTane6o (41,4 % capsmo 43,9 %) npu mranedo-KOHTPONUPAHN TPOYIBAHUS TIPU
MAIMEHTH, JICKYBaHU 3a XunepToHus. CIydanTe Ha MPOSBEHU HEXEJIaHH JICKAPCTBECHH PEaKIMU HE ca
CBBP3aHH C JI03aTa U HE MOKAa3BaT 3aBUCUMOCT OT T0J1a, Bb3PAaCcTTa HITH pacaTa Ha MalMeHTUTE.
[MpodunsT Ha 6€30MACHOCT HA TEJIMHUCAPTAaH MU IMAIUCHTH, JIEKYBaHH 32 HaMaJIsIBaHE Ha
ChPJ/ICYHOCHI0BATA 3200JI€BAEMOCT, € CXOJICH C TO3H, HAOII0AaBaH MIPU MAIUSHTH C XUIIEPTOHUSI.

[IpencraBeHnTE MO-HOTY HEKEIAHU PEAKIIUH, OTPA3SABAT PEIYATATUTE OT KOHTPOIUPAHU KIHHUIHU
MIPOYYBaHUsI ITPH MAIMEHTH, JICKYBaHHU 3a XUIICPTOHUSI M OT TOCTMAPKETUHTOBH CHOOIIICHUS.
CHOuchKbT, CHIIO TaKa, OTPa3siBa CEPUO3HU HEKEIaHU PEaKLMU U HEKEIaHU Peakluu, BOJAESIIH 10
MpeKpaTsBaHe Ha JIEUSHUETO, ChOOIIEHH B TPU JIBJITOCPOYHU KIMHUYHU IPOYYBaHUS, BKIIFOUBau 21
642 manmeHTH, JIEKyBaHU C TEIMUCAPTAH 32 HAMAISIBAaHE HA ChPACYHOCHI0BATa 3200I€BaEMOCT 32
MIEPHO/I 10 IIECT TOANHH.

KDaTKO HN3JO0XKCHHUEC Ha HOXCITAHUTC JICKAPCTBCHU PCAKIIMU B Ta0anYeEH (bODMaT

Hexenanure nexkapcTBEHH peakiy ca KaTerOPH3UPaHH CIIOPE]] YeCTOTaTa, KaTo € M3M0JI3BaHa
cieqHara Kiacudukamnus: MEOTO Yectd (>1/10), wectu (>1/100 mo <1/10), veaectu (>1/1 000 mo
<1/100), penxu (>1/10 000 mo <1/1 000), maoro peaxu (<1/10 000).

HpI/I BCAKO I'pylIMpaHe B 3aBUCUMOCT OT 4E€CTOTAaTa, HEIKCIIAHUTEC JICKAPCTBCHU PCAKIINU CC I/I36pO$IBaT
B HMU3XOAM p€a 1O OTHOMICHUE HAa TCKECTTA.

Wudexmun n nadecranmm

HEYEeCTH: WHdexuns Ha ypruHApHUS TPAKT, BKIFOYUTEIHO IUCTUT, MHOEKIUS Ha
TOPHHS PECITUPATOPEH TPAKT, BKIFOUUTEITHO (DAPHHTUT U CHHYHT
penKu: Cericuc BKIIOYUTENHO ¢ (haTadeH U3Xon'

Hapymenus Ha kpbBTa ¥ TuM(pHATA CUCTEMa
HEYEeCTH: Anemus
penxu: Eo3uHobums, TpOMOOITUTOTICHHS

Hapymienust Ha UMyHHaTa cucTemMa
penku: AnHadrrakTHIHa peakiysl, CBPbXIyBCTBUTEITHOCT

Hapymrenus Ha Metabomm3mMa v XpaHEHETO
HEUYECTHU: Xunepkanuemust
peaxu: XunorimkeMus (MIpH MAIMEeHTH, OOTHH OT AuadeT)

[lcuxuunu HapylieHus
HEYECTH: bescwHue, nenpecus

penKu: BesnokoiicTBo

Hapyenus Ha HepBHaTa cucTeMa



HEYEeCTH: CuHkon
Penxu: CBHHIUBOCT

Hapymienus Ha ounte
pEOKH: Hapyeno 3penue

Hapyuienust Ha yXoTo U 1a0UpUHTA
HEYECTHU: Bepturo

CopreuyHu HapyueHus
HEYECTH: bpanukapaus
penxu: Taxukapaus

Cb10BU HapyIICHUS
HEYeCTH: XUIOTOHHS, OPTOCTATUYHA XHUIIOTOHHUS

PecniupaTopHu, TpbIHY U MEAUACTUHAIHY HapYILICHUS
HEYECTH: JlucoHest, KaluInna
MHoro peaku: NuTepcTunmanna 6emoapodHa 60yecT 4

CroManrHo-4peBHU HAPYIICHHUS
HEYeCTH: AOmomMuHaTHA 00JIKa, TUapHs, TUCTICTICUs, (JIaTyJICHIINS, TIOBPbBIaHE
peaKu: Cyxora B ycTara, CTOMAIIeH AUCKOMDOPT, AUCTEY3Hs

Xenaro-OunuapHu HapyIICHUS
penKu: AGHOpPMHA 4epHOAPOOHA (yHKIHSA/9epHOAPOOHO HApyIIEHHE

Hapymienus Ha koxara v MOJAKOXKHATA ThKaH

HEYECTH: [pyputyc, xunepxuaposa, oopus

penKH: AHTHOeneM (ChILOo U ¢ QaTajeH U3X0[), eK3eMa, epUTeMa, YpTUKapHs,
JICKAPCTBEH OOPHB, TOKCHUYEH KOXKEH 00OpHB

Hapyuienus Ha MyCKyJTHO-CKeJIETHATa CHCTEMA B CheIMHUTETHATA ThKaH

HEYECTH: Bonka B rep0Oa (Harp. uimac), MyCKyJIHH CIIa3MH, MAAJITHS

peIKH: Aptpairusi, 00JKa B KpalHUK, OOJKH B CYyXOXKIITUATA
(TeHIMHUTOTIOJOOHU CUMITTOMM )

Hapyurenus Ha 060peniuTe 1 TUKOYHUTE IIHTUIIA
HEUYECTH: BbrOpeuno yBpexnane, BKIIOYUTEIHO 0CTpa OBOpeyHa

HCIOCTAaThYHOCT

O6H_II/I HAapylmcHHs U e(l)eKTI/I Ha MsACTOTO Ha IMMPUIIOKCHHUE

HEYeCTH: Bonka B rppaHuS KOIII, acTEHUS (C1a00CT)

penKu: ['punonono6Ho 3abomnsBaHe

UzcnenBanus

HEUYECTH: [NoBuIlIeH KpEaTHHUH B KPBBTA

penKu: [ToHmkeH xeMoTrIIO0MH, TOBUIIICHA TMKOYHA KICEINHA B KPHBTa,
MOBUIIIEHN YEPHOIPOOHH €H3UMHU, MOBHILIEHa KpeaTHH (hocoknHaza
B KPBBTa

1,2,3,4: 3a HOIBIHUTEIHO OMUCAHKE, MOJIS BUXKTE MOATOUYKA Onucanue Ha u3Opanu Hexcerauu
peaxryuu

Omucanue Ha I/I36DaHI/I HCXCJIIaHU pCaKIINn

Cencuc
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B npoyuBanero PRoFESS e nHabironaBana moBHUIICHA YECTOTA Ha CETICUC MIPU TEIMUCAPTaH B
cpaBHeHHe ¢ 1ane6o. CrONTHETO MOXKeE Ja € CilydaiiHa Haxo/Ka MM J1a € CBbP3aHO C HeIO3HAT 710
MOMEHTa MEXaHU3bM (BXK. TOUKa 5.1).

XHUNOTOHMS

Ta3u HexelraHa JIeKapcTBEHA PEakivs € ChoOIeHa KaTo YecTa, PY MalUeHTH ¢ KOHTPOJIUPAHO
KPBBHO HAJIATaHE, KOUTO ca JIEKYBAaHU C TEIMUCAPTAH 3a HAMAJISIBAHE HA ChPJCYHOCHA0BATA
3a00JICBAEMOCT, B JIOIIBJIHEHHE KbM CTaHIAPTHUTE TPHIKU.

AObHOpMHA YepHOAPOOHa (HYHKIMS/9EPHOAPOOHO HAPYIIEHUE

[ToBeueTo ciryyan Ha aOHOPMHA YepHOAPOOHa (PYHKITUSA/IepHOAPOOHO HAPYIIIEHHE OT MOCT-
MapPKETHHIOBHUS OIUT C TSIMHUCAPTaH HACTHIIBAT MPH MAIUSHTH OT SMOHCKY mpou3xo . [Ipu manuentu
OT SMTOHCKH MPOU3X0J] CHIIECTBYBA MMO-TOJISIMAa BEPOATHOCT 3a PA3BUTHE HA TE3W HEXKEIIAaHH PEaKIIHH.

HuTepcTrinanya 6emoapoOHa 60s1ecT
CiyJan Ha HHTEpCTHITHAIHa Oe10apobHa 00JIeCcT ca JOKIaABaH! OT MOCT-MAapKETHHIOBHUS OIIUT, BbB
BpB3Ka C MpreMa Ha TenMucapTan. [[puarHHO-CIeICTBEHHA Bph3Ka 00aue He € YCTAHOBEHA.

WnTecTuHaneH auruoeaem
CpoOI11eHH ca cily4yad Ha MHTECTUHAJICH aHTHOeIeM ciell yroTpeba Ha aHrnoTeHsuH 1l penentopHu
AQHTaroHUCTH (BXK. Touka 4.4).

Cnob11aBane Ha HOJO3MPAHU HEKETAHH PEAKITUN

Cro0IaBaHeTo Ha MOA03UPAHH HEJKEIIAaHH PEaKI|K CIIE/ pa3peliaBane 3a yrnorpeba Ha JeKapCTBEHHsI
MPOAYKT € BaxkHO. TOBa MO3BOJIsIBA 3 MPOIB/DKH HAOIIOACHHETO Ha ChOTHOIIICHUETO IT0JI3a/PHCK 32
JIEKapCTBEHUS MPOAYKT. OT METUIIMHCKHUTE CIICIUAINCTH CE U3UCKBA J1a ChOOIIaBaT BCIKA

003K paHa He)KETaHa Peakilys ype3 HallMOHAIHA CHCTEMA 3a ChoOInaBane, mocoueHa B [Ipuioxenune
V.

4.9 Ilpenozupane
CrpIecTByBa OrpaHmueHa HH(YOpMAIS IT0 OTHOIICHUE Ha TIPEIO3UPAHETO TIPH X0pPa.

Cumnromu: Haii-u3siBeHuTe nMposiBM Ha NpeAo3upaHe ¢ TeIMUCAPTaH ca XMIIOTOHMS M TaXUKapAus, a
CBILO Ce CHOOIAaBAT U OpaIUKapINs, 3aMastHOCT, IOBHIIABAHE Ha CEPYMHUS KPEaTHHHH U 0CTpa
O0BOpeuHa HEIOCTATBYHOCT.

Jleuenne: TenmucapTad He ce OTAENA Ipu Xxemoananuza. [larmeHTsT TpsiOBa fa Obe BHIMATEIIHO
HaOJI0]aBaH U JICYEHUETO TpAOBa 1a ObJe CUMITOMATUYHO U MOALbpKaio. OBIaIBaHETO 3aBUCH OT
BpPEMETO Ha IIpUeMaHe Ha MPOAYKTa U TeXKecTTa Ha cumnromure. [lpenopbunTenHure MepKku
BKIIIOYBAT MPEIM3BUKBAHE HA MOBPBIIAHE /WK CTOMAITHA TPOMUBKA. [IpuiaraHeTo Ha aKTHBEH
BBIJIEH MOXKE Jia IOMIPUHECE MPH JieUeHne Ha peno3upanero. HeoOxoaumo e 4yecTo npociensBaHe Ha
CepyMHUTE eNIEKTPOINTH U KpeaTHHUH. [Ipy mosiBa Ha XMITOTOHNS, TAIIMEHTHT TPAOBa a ObIe
MOCTaBEeH B JIETHAJIO MO TPHO MOJI0kKEeHHE U OBP30 /1a ce MPHUIIOKAT COJIEBU M 00EMHH 3aMECTUTEIH.

5. ®APMAKOJIOTHYHU CBOMCTBA
5.1 ®apmakoaMHAMMYHH CBOMCTBA
®apmakoTtepaneBTnyHa rpymna: Auruorensud Il anraronnct, camocrositenno, ATC xox: CO9CAO07

MexaHn3bM Ha JIeHICTBUE

TenMucapraH e NepopaHO aKTUBEH U clienn(HYeH aHTHOTeH3UH 1] penentopeH aHTaroHUCT (THIT
AT)). Toit n3MecTBa C MHOTO BUCOK a()HHUTET aHTHOTCH3MH 1] OT HETOBOTO MSCTO HA CBBP3BaHE B
AT penenTopHus NOATUII, KOITO € OTTOBOPEH 3a U3BECTHUTE AECUCTBUSA HA aHTMOTEH3HH II.
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TenMucapraH HAMa JOPU U YaCTMYHA arOHUCTUYHA aKTUBHOCT crpsamMo AT penenrtopa. Tenmucapran
ce cBbp3Ba cenekTuBHO ¢ AT penentopa. CBbp3BaHETO € MPOABIKUTENHO. TenMucapTal He OKa3Ba
aUHUTET KBM APYTH penenTopy, BKmountenno AT, u npyru mo-cnmabo xapakrepusupanu AT-
penentopu. OyHKIMOHATHATA PO Ha TE€3U PELENITOPU HE € U3BECTHA, HE € U3BECTEH U e(peKTa Ha
TAXHATa Bb3MOKHA CBPBbXCTUMYJIALUA OT aHTHOTeH3uH 1I, yniiTo HUBa ca MOBUILEHU OT TEIMHUCAPTAaH.
HuBata Ha ma3MeHns alnJoCTepOH ca MOHIKEHH! OT TelIMHUcapTaH. TeaMucapTad He HHXUOMpa
YOBEILIKUS MJIa3MEH PEHUH U He OJI0KUpa HOHHUTE KaHanu. TelMucapTaH He HHXUOUPA aHTHOTEH3UH
KOHBEpTHpAaIus eH3uM (knHuHa3a II), eHsuMsbT, KoifTo chIno pasrpaxna OpanukuauHA. [lopanu ToBa
HE ce 0YaKBa J1a MOTEHIMpa OpaiuKNHUH-MEUUPAHUTE HEXKEJIaH! JIGKAPCTBEHU PEaKIIHH.

Ipu xopa go3ata or 80 mg TenMucapTaH MOYTH M3IUI0 HHXHOMpA MPEIN3BUKAHOTO OT aHTHOTECH3WH
II noBuIIaBaHe Ha KPBBHOTO HaJsiraHe. IHXMOUTOPHUAT eheKT ce moaabpika Haj 24 yaca, KaTo Bce

ole Moxe Jia ObJie ycTaHOBEH J10 48 Jaca.

Kinnanuga edukacHOCT U 0€30IaCHOCT

JleueHne Ha eceHLMAIHA XUIIEPTOHMS

Crnen npujaraie Ha IbpBaTa J03a TEJIMUCApTaH ce HaOJI0aBa MOCTENEHHO M0sABa Ha
aHTUXUIICPTCH3UBHA aKTUBHOCT B paMKHTE Ha 3 yaca. MakcHMaIHaTa peAyKIus Ha KpPbBHOTO
HaJATaHe ce IOCTUTA HAITBITHO B paMKUTE Ha 4 JI0 8 CeIMUIIU CIIe/l HA4alIoToO Ha JICYEHUETO U Ce
TIO/TBPKa Ype3 MPOIBIDKATETHA TepPaTusl.

Crnen mpueMaHe Ha J103aTa aHTUXUIIEPTEH3UBHUAT e(DEeKT mepcucTrpa noseye ot 24 yaca, Kato
BKITIOYBA M MOCTICTHUTE 4 Yaca Mpeu CIeIBaNIOTO MPHUIOKEHHE, KAKTO MOKa3BaT aMOYIaTOPHUTE
H3MEpBaHMS HA KPBBHOTO HajsraHe. ToBa € MOTBBPCHO U OT ChOTHOLICHHETO MUHUMAITHU KbM
MaKCHUMAaJTHUA KOHIIEHTPAINH, KoeTo ¢ moctossHHo Han 80 % cnen mpuem Ha no3u oT 40 u 80 mg
TEJIMHCAPTaH MpH IUIare00 KOHTPOIUPAHN KIMHUIHH TTPOYUYBAHMSI.

Hanure e oueBuaHa TEHISHINS 32 BPb3Ka MEXKIY 103aTa U BPEMETO HA BE3CTAHOBSIBAHETO HA
0a3aTHOTO CUCTOJHO KpbBHO Haisirane (SBP). B ToBa oTHOIIeHHE JaHHUTE 33 JMACTOIHO KPHBHO
Hansrane (DBP) ca HenocTosiHHU.

IIpu nanueHTy ¢ XUNepToHus TeIMHUCapTaH peaylupa U CUCTOJHOTO U IUACTOIHOTO KPBBHO
HaJsraHe Oe3 Ja TIOBIIHSBA ITyJIcOBaTa YecToTa. Hanm4aneTo Ha quypeTHueH 1 HaTpuypeTHdeH eexT,
KOMTO Jja JONpUHECE 32 XUIOTEH3MBHATA AKTUBHOCT Ha JIEKAPCTBEHUS IPOAYKT BCE OLIE HE €
JI0Ka3aHO. AHTHXUIEPTEH3UBHATA e(PUKACHOCT Ha TEIMUCAPTaH € CPABHUMA C Ta3U Ha IPOIYKTH,
IpeACTaBUTENU Ha APYTH KI1aCOBE AaHTUXUIEPTEH3UBHHU JIEKAPCTBEHU POAYKTH (YCTAHOBEHA MPU
KIMHUYHY U3IMTBAaHUs, CPABHABAILM TEIMHUCAPTAH C AMJIOJUIIMH, aTEHOJION, €HAIAIIPHII,
XUJPOXJIOPOTUA3H]] U JIU3UHOIPUI).

HpI/I BHE3AIIHO MPEKHCBAHC HA JICHEHUETO C TCIMUCAPTAH KPbBHOTO HAJAATAaHE IMTOCTCIICHHO C€ BPbIIa
J10 CTOMHOCTHUTE npeaun JICUCHUETO, 3a NIEPHUO OT HAKOJIKO JHU 0e3 JaHHHU 3a pe6ayH,u XUIICPTOHUH.

Cﬂy‘{aI/ITe Ha CyXa KalllJIula ca 3HAYUTCIIHO IMO-MaJIKO IIPU MAallUCHTHU, TPETUPAHU C TCIMHUCAPTAH,
OTKOJIKOTO IIPpH TaKWBA, HAa KOUTO Ca JaBaHU I/IHXI/I6I/ITOpI/I Ha aHT'MOTCH3WH KOHBEPTHUPpAIIUA CH3UM B
KIIMHUYHU TPOYYBaHUA, TUPCKTHO CpaBHABAIIU JABCTC aHTUXUIICPTCH3UBHU JICUCHU.

CBpaeyHOCHI0BA TPODUIAKTHKA

ONTARGET (IIpogpmkaBamio ¥ B MOMEHTA TI00aTHO MTPOyYBaHE HA TEIMUCAPTAH CAMOCTOSATEHO U
B KOMOMHAIHS C PAMHIIPUII C KpaifHa TOYKa) CpaBHABA e(hEKTHTE HA TEIMUCAPTAH, PAMUTIPUIT U
KOMOMHAITUATA OT TEJIMACAPTaH M PAMUIIPHI BBPXY ChPICYHOCHIOBUTE PE3YNITATH MpH 25 620
MAalMeHTH Ha BB3PACT 55 roJMHU W MO-Bb3PACTHH C aHAMHE3a 3a KOPOHApHA apTepHaIHa 0oJecT,
MO3BY€H HHCYIT, IIPEXO0CH UCXEMUYEH IIPHUCTHII, TepudepHO apTepHaHO 3200 IBaHE HIH 3aXapeH
111/1a6eT THUII 2, CBIIBTCTBAH C MJaHHH 3a YBPCKIAAHC Ha OPraHUTEC (KaTO peTUHONAaTHUA, JICBOKaMEpHa
XHIIEPTPOQUS, MAKPO- WIH MHUKPOATOYMUHYPHS), KOUTO Ca TOMYJIAlKs C PUCK OT Bh3HUKBAHE HA
CHPACYHOCHI0BH MHIUACHTH.
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[NanmeHTHTE Ca paHAOMU3HUPAHU KbM €[IHA OT CICITHUTE TPU TPYINH Ha JiedeHue: Tenmucaptan 80 mg
(n=8 542), pamumpun 10 mg (n=8 576) unu komOUHaLUATA OT TeMucapTad 80 mg ¥ paMHUIIPHIT
10 mg (n=8 502), ¢ mocneaBamo cpeaIHo BpeMe Ha MpociiesaBaHe 4,5 roauHu.

TenMmucapTan OKa3Ba CXOJCH €(PEKT C paMUTIPIT TIPH HaMaJIsIBaHE HA ITbPBUYHATA ChCTAaBHA KpaliHa
TOYKA OT CHPACYHOCHA0BA CMBPT, HehaTaleH HH(apKT Ha MHOKapaa, HedaTaleH MO3bYEH HHCYIT
WM XOCTIUTATIN3AIHs TOPaJn 3aCTOWHA ChpACYHA HEOCTAThYHOCT. YecToTaTa Ha IbpBUYHATA
KpaifHa TOYKa € CXOIHa B TpynuTe Ha TeamucapTad (16,7%) u pamumpmt (16,5%). KoepumuentsT Ha
PUCK 3a TenmucapTa cipsamo pamurpui e 1,01 (97,5% AN 0,93 — 1,10; p (He mo-ronsma
e¢pukacuaoct) = 0,0019 npu rpanuna 1,13). [IpoieHTHT Ha CITyYauTe Ha CMBPTHOCT IO BCSIKA IPUYAHA
e cpoTBeTHO 11,6% 1 11,8% cpen mauueHTure, IeKyBaHU ¢ TEIMHCAPTAH U PaMHUIIPHUIL

YcTaHOBEHO €, 4e e(heKTHBHOCTTA Ha TEIMUCAPTAH € CXOJIHA C Ta3W Ha PAMHUITPHJI MPH MPEIBAPUTETHO
ompejieNieHaTa BTOpHYHA KpaifHa TOYKa OT ChPACYHOCHI0BA CMBPT, HedaTaieH HHPAPKT Ha MHOKap/ia
u HedaraieH Mo3bueH uueyat [0,99 (97,5% AU 0,90 — 1,08; p (e mo-ronsama epuKacHOCT) =
0,0004)], mppBHUYHATa KpaiiHa Touka B pedepertHoTo npoyuBane HOPE (Ilpoy4BaHe 3a omeHka Ha
CBPCYHUTE PE3YJITATH MPH NPOPHUIAKTHKA), KOSTO IMPOyUBa eheKTa Ha PAaMUTIPUIT CIIPSIMO IITaIe00.

[MpoyuBanero TRANSCEND panmomusupa manueHT ¢ HelmoHOCUMOCT KbM ACE uHXUOUTOPH, ChC
CXOJIHH KpHUTepHH 3a BKItouBaHe kato npoyuBaHeto ONTARGET, Ha renmucaptan 80 mg (n=2 954)
i miane6o (n=2 972), kato u IBaTa ce MPUIarar B JOIIBIHEHUE KbM CTAaHJAPTHATE TPUKH.
CpenHaTa npoIbIKUTETHOCT Ha mpociiesBane € 4 rogunu u 8 mecena. He ce otkpuBa
CTaTHCTUYECKU 3HAYMMa Pa3liiKa B UeCTOTaTa Ha MbPBUYHATA ChCTaBHA KpaliHa TOYKa
(chpIIeYHOCHI0BA CMBPT, He(haTalleH HH(DAPKT Ha MUOKapAa, HedaTajIeH MO3bUeH HHCYIT HITH
XOCTIMTATN3aNs TIOPAaX 3aCTOHHA ChpeYHa HEJOCTaThUHOCT) [15,7% B rpymnaTta Ha TeIMHCApTaH U
17,0% B rpymnata Ha mianebo ¢ koedunueHt Ha puck 0,92 (95 % AU 0,81 — 1,05; p = 0,22)]. ma
JTAHHU 32 [0J13aTa Ha TeJIMHUCApTaH B CPaBHEHHE C IUTale0o0 MpHU IMpeIBapuTeIHO OIpeieieHaTa
BTOpUYHA ChCTAaBHA KpalfHa TOYKA OT ChPJEUYHOCHA0BA CMBPT, HedaTalaeH HHPAPKT HA MHOKap/ia 1
Hedarared Mo3bueH uHCyaT [0,87 (95% AU 0,76 — 1,00; p = 0.048). Hama nanau 3a moxisa mpu
CBHPACYHOCHA0BA CMBPTHOCT (Koeduiuent Ha puck 1,03, 95% AN 0,85 — 1,24).

Kanumnna u anTHOEIEM ce chOOINaBaT MO-PSAKO TPH MAIUEHTH, JICKYBaHHU C TEJIMHACAPTaH, OTKOJIKOTO
MIpH TIAIMECHTH, JIEKYBaHH C PAMUMPUIL, JOKATO XUIIOTOHUS CE ChOOIaBa MO-4eCTO MPH TeIMHUCAPTAH.

KomOuaMpaneTo Ha TeIMUCapTaH C PaMUTIPIII HE YBEIMYaBa I0JI3aTa CIIPSIMO PAMUIIPHIT HIIH
TeJIMHCapPTaH CaMOCTOATENHO. ChpJIeUHOCHAOBATA CMBPTHOCT M CMBPTHOCTTA 110 BCSKA MPUYHHA,
KaTO YHCIICHO M3pakeHHe, Ca O-BUCOKH IIpU koMOnHanuaTa. OCBEH TOBa MMa 3HAYUMO II0-BUCOKa
YeCTOTa Ha XHUIEepKaIHeMusi, 0bOpeuHa HEIOCTaTFYHOCT, XMIIOTOHUS M CHHKOII B TpyIaTa C
komOuHanusTa. [lopanu Ta3u npuunHa, €JHOBPEMEHHATa ynoTpeda Ha TeJIMHUCApTaH U PaMHUIIPHIT He
ce NMpenopbyBa MPH Ta3H MOIyJIaLus.

B npoyusanero “IIpodrrakrudeH pexxum 3a epeKTUBHO Mpena3BaHe OT MOBTOPEH MO3BUEH HHCYIT
("Prevention Regimen For Effectively avoiding Second Strokes" (PRoFESS) npu manmuenTn Ha 50
TOJIMHH WJIH TIO-BBha3pacTHH, KOUTO HACKOPO ca MOMYYMIIM MO3bUYEH HHCYIT ce 3a0esI3Ba MOBUIIIeHA
9ecTOTa Ha BR3HUKBAHE Ha CETICUC MIPU TeIMHUCAPTAH B cpaBHEHHE ¢ uianebo, 0,70% cupsmo 0,49%
[RR 1,43 (95 % noBeputenen uarepsan 1,00 —2,06)]; vectoTaTta Ha BH3HUKBAHE Ha CETICUC C (aTaneH
M3XO/I € MOBUILEHA MTPH MaleHTuTe, npuemainy Tenmucaptad (0,33 %) cupsMo MaueHTuTe Ha
mrare6o (0,16 %) [RR 2,07 (95 % nosepurenen untepsan 1,14 — 3,76)]. HabnronaBanaTta moBumieHa
4ecTOTa Ha Bb3HMKBAHE Ha CETICUC, CBbp3aHa ¢ yrnoTpedaTa Ha TeJIMUCapTaH MOXe Jia € CIIy4aifHO
OTKPHTA WM Ja € CBhP3aHa C MEXaHU3bM, KOWTO € HEMO3HAT 32 MOMCHTA.

JlBe ronemu pangomusupanu kouTponupanu npoyuBanus — ONTARGET (ONgoing Telmisartan
Alone and in combination with Ramipril Global Endpoint Trial - Tekymio rino6ajiHo U3MUTBaHE 3a
KpailH{ TOYKM Ha TEJIMUCAPTaH, CAMOCTOSITETTHO M B KomOuHaIus ¢ pamutipwi) 1 VA NEPHRON-D
(Knuau4Ho npoy4BaHe CBBP3aHO ¢ pa3BUTHE HA He(hpomaTust pu AUabeT, MPOBEJCHO OT
MuHHCTEPCTBO 10 BBIIPOCUTE Ha BETEPAHUTE) — MPOYYBAT yroTpedata Ha komOuHaIusaTa or ACE
WHXUOUTOP W aHTHOTeH3UH [I-penientopen Gioxep.
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ONTARGET e npoyuBasne, poBeIeHO MpY NAIUEHTH C aHAMHE3a 3a ChP/ACYHOCHI0BA HIIH
MO3BYHOCHI0BA OOJIECT, UK 3aXapeH AuadeT TUM 2, MPUAPYKECHU C JaHHH 33 YBPEKIaHe HA
edpexropuu oprann. VA NEPHRON-D e npoyuBaHe npu MaIMeHTH ChC 3aXapeH auadet THIl 2 1
nuaberHa HedpomaTus.

Te3u mpoy4BaHUsI HE MOKA3BAT 3HAUYUM OJIArONPHUATEH e(EKT BPXY OBOpPEUHHUTE H/UITN
CHPICYHOCHIOBHTE TTOCIICIUIN ¥ CMBPTHOCT, KaTO CHIIIEBPEMEHHO ca HaOJ01aBaH! IOBHUIIIEH PHCK
OT XUIEPKAIUEMHUS], OCTPO YBpEXkJIaHe Ha ObOpenuTe U/UIN XUIIOTOHUS B CPABHEHUE C
MoHoTepanuiTa. Kato ce umar mpenBua cXomHuTe UM (papMaKOAHMHAMHUYIHA CBOHCTBA, TE€3U PE3YITATH
ca mpuwiokumu u 3a apyra ACE naxnburopu u anrnorensus ll-penentopuu GokepH.

ACE unxuburopu 1 anruoteH3uH ll-penentopHu 61okepH cie10BaTeIHO HE TPAOBA J1a Ce U3IO0JI3BAT
€IHOBPEMEHHO TPH MAIMEHTH ¢ JrabeTHa HedponaTusl.

ALTITUDE (KnuanuHO npoy4yBaHe MPOBEACHO ¢ ATMCKUPEH NPH MAllMEHTH ChC 3aXapeH AUadeT TUI
2 ¢ U3M0JI3BaHE Ha ChPJEUYHOCHIOBU U OBbOpeyHH 3a00JsBaHUS KaTO KpalfHU TOUKH

) e mpoy4BaHe, MpeTHA3HAYCHO Ja U3CIIE/IBA TI0JI3aTa OT J0OaBSIHETO HA aJTMCKUPEH KbM CTaHIapTHA
tepanus ¢ ACE nHXxuOuTOp MM aHruotTeH3uH ll-perientopen 6J0kep Npu MalueHTH ChC 3aXapeH
JuabeT THIT 2 ¥ XPOHUYHO OBOpeYHO 3a00sBaHe, ChbPACYHOCHIOBO 3200 ISIBAHE UITH U JIBETE.
IIpoyuBaHeTo € MpeKpaTeHO MPEXKIACBPEMEHHO OPAIH HOBUIIICH PUCK OT HEOIArONPHUATHH
nocneauu. KakTo cbpaeyHOCHI0BaTa CMBPT, Taka U HHCYATHT Ca [10-YE€CTH B rpynara Ha aJUCKUPEH,
OTKOJIKOTO B TpyIaTa Ha Iaredo, a IpeICTaBIIsIBAIIINTE HHTEPEC HEXKEIAH! CHbONTHS H CEpHO3HU
HEeXeTIaHW CHOUTHS (XUIEPKAIUEMUS], XUIIOTOHUS ¥ ObOpeyHa TUCHYHKIINSA) ce ChOOIABaAT MO-4ECTO
B IpyIaTa Ha aJIMCKUPEH, OTKOJIKOTO B IpyIaTa Ha mianeto.

IleguaTpryHa MOMYJIALMS
BezonacHocTTa M eprkacHOCTTA Ha TEIIMUCAPTAaH MPH Jiela U IOHOIIH Ha BB3pacT 1moj 18 roanHu He
ca YCTaHOBEHH.

EdexrnTe Ha MoHMKaBaHEe HA KPBBHOTO HAIITaHE OT ABE JO3HU TEIMHUCAPTaH ca OICHSBAHH MIPU

76 manMeHTH ¢ XUIIEPTOHMS, IPEAUMHO C HAJIJHOPMEHO TerJI0, Ha Bh3pacT oT 6 A0 < 18 roguHu
(temecno termno > 20 kg u < 120 kg, cpenno 74,6 kg) cnen npuem na Tenmucapran 1 mg/kg (n =29
nexyBann) win 2 mg/kg (n = 31 nekyBaHu) 3a IEpUOJT Ha JICUSHUE OT YSTHPH ceAMHIIHU. [Ipn
BKJIIOUBAHE B U3CJICIBAHETO HATMYMETO HA BTOPUYHA XUIIEPTOHUS HE € Ipoy4uBaHo. [Ipu HIKOU OT
W3CIEABAHUTE MAUCHTH, N3MOI3BAHUTE TO3U Ca OWJIH MO-BHCOKH OT TE3H, IPETIOPHUYBAHU 32 JICUCHUE
Ha XUIEPTOHUS P Bbh3pacTHATAa HOIyJIAlus, KaTo ca JOCTUralli JHEBHA J103a, ChU3MepHMa ChC

160 mg, kosiTo € mpoyuBaHa npu Be3pacTHu. Cliex KopurupaHe 3a eeKTH Ha Bb3pacToBara rpyra,
cpenHo npomennte Ha CAH cnipsiMo u3xoHUTE CTOWHOCTH (TbpBHYHA 1en) ca -14,5 (1,7) mm Hg B
rpymnaTa Ha Tenmucaprat 2 mg/kg, -9,7(1,7) mm Hg B rpynara Ha Tenmucapras 1 mg/kg n -6,0 (2,4) B
wrane6o rpynara. Kopurupanure npomenn B JJAH ot m3xomHuTe HUBa ca CHOTBETHO -8,4

(1,5 mm Hg, -4,5 (1,6) mm Hg u -3,5 (2,1) mm Hg. [IpomenuTe ca no3o03aBucumu. JlaHHUTE 32
0€30macHOCT, OT TOBA MPOYYBAHE MPH MAIIMEHTH HA BB3PACT OT 6 10 < 18 roguHu Karo msuio ca
MOJO0OHU Ha TE3W IPH BB3pacTHH. be3omacHocTTa py ABJITOCPOYHO JICUSHHE C TEMMICAPTaH MpH
Jiella ¥ IOHOIIH He € OICHSABaHa.

[MoBumenue Ha Opost Ha €03MHOGWIINTE, CHOOIIABAHO MTPH Ta3H MOMYJIalKs MAIMEeHTH, HE €
YCTaHOBEHO MPH Bh3pacTHU. KITMHUYHOTO My 3HaUCHHE HE € U3BECTHO.

Knuanaaure JaHHH! HE IMMO3BOJIABAT Jla CC HAIIpaBU 3aKJIFOYCHHUE 1O OTHOIICHUE Ha e(l)I/IKaCHOCTTa n
0€e30I1aCHOCTTA Ha TCIMHUCAPTAH, IPU N€AUATPUYIHA OITyJIaluA C XUIICPTOHU .

5.2 ®apMakOKHHETHYHH CBOICTBA

Abcopbums
AOGcopbuusTa Ha TeTMUCApTaH € Obp3a, He3aBUCUMO, Y€ a0COpOUPAHOTO KOJIMYECTBO BapUpa.

CpemHara abCOMOTHA OMOHATHMYHOCT Ha TEIMHCApTaH € 0KoJo 50 %.

Koraro TenMucapraH ce npuema ¢ XpaHa, peIyKiusTa Ha 00JIacTTa I10]1 KpHBaTa Iia3MeHa
koH1eHTpauug-Bpeme (AUCo.) Ha TeIMUCapTaH Bapupa oT okojio 6 % (40 mg no3a) mxo okoso 19 %
(160 mg mo3a). 3 yaca ciie]] MPHIIOKEHUE TIIA3MEHHUTE KOHIICHTPAIUY Ca TIO00HH MTPH NIpUeMaHe Ha
TeMHUCapTaH Ha IJIaJ{HO WU C XpaHa.
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He ce ouakBa cnabara pexyknmsa B AUC 1a npeu3BUKa peayKIus B TeparneBTHIHaTa e(hUKaCHOCT.

MHENHOCT/HEITMHENHOCT
Hsma nuHeliHa 3aBUCMMOCT MEXIY H03UTE U MIa3MeHUTE HUBA. Cmax ¥ B TIO-Mauika cterieH AUC ce
MOBHUIIABAT HEMIPOIIOPLIMOHAIHO Tipu 03U Hal 40 mg.

Pasnpenenenue
TenmucapTaH ce CBbp3Ba B rojsiMa CTEIEH C IIa3MeHUTe npoTteuHu (> 99,5 %), rnaBHo ¢ anGyMuH U

anda-1 kucen rmokonporenH. CpeHUST MIPUBUICH 00eM Ha pasIpeelieHie Py JOCTHTaHe Ha
CTaMoOHapHO cheTostHuE (Vss) € okoro 500 1.

Buorpancdopmanus
TenmucapTan ce meTabomm3Hpa Ype3 CBbp3BaHEe Ha OCHOBHOTO BEIIECTBO ¢ TIOKypoHH. He e
HaOJro1aBaHa (hapMaKoJIOTHYHA aKTUBHOCT Ha KOHIOTATHTE.

Enumunupane
TemmucapTan ce xapakTepu3upa ¢ OMeKCIIOHEHITHAIHA OTcaabBama (papMakOKHHETHKA ¢ TEpMUHAIICH

CIMMHUHAIIMOHEH IOJTYXHBOT > 20 yaca. MakcumanHarta mia3MeHa KOHUEHTpanus (Cimax) U B O-MaJIKa
CTeleH o0JiacTTa IoJ| KpuBara Iia3MeHa KoHneHTpanusi-speme (AUC) ce mosuimaBa
HEIPOIIOPLIMOHAIHO Ha fo3aTa. HsiMa naHHU 3a KIIMHUYECKH 3HaYMMa aKkyMyJlanusl Ha TeJIMUCApTaH,
MIPYET B TIpETIOpbhUBaHNTE 03U. [[I1a3MeHnTe KOHIIEHTPANH ca O-BUCOKH ITPH JKEHH, OTKOIKOTO TIPH
MBXe, 0e3 TOBa 1a € CBBP3aHO C BIMSHHUE BPXY e(hHKaCHOCTTA.

Crnen nepopaiHoO (M MHTPaBEHO3HO) NPHIIOKEHHE TEIMUCAPTAH Ce eKCKPETHPa IOUTH H3LSIIO C
(exanuuTe, TIABHO KaTO HETIPOMEHEHO chenuHeHne. KymynatuBaarta ypuaapHa exckpenus e <1 % ot
nozata. ToranausT miazmer KIMPBHC (Clior) € Bucok (okoso 1 000 ml/min), cpaBHEH ¢ 4epHOAPOOHHS
KpbBeH NnoTok (okosto 1 500 ml/min).

Cneyuannu nonyaayuu

[eamaTpuyHa momynanus

dapMakOKHMHETHKATA Ha JIBE 03U TSIMHUCAPTAH € OICHsIBaHA KaTO BTOPUYHA 1] MPH MAITUCHTH C
xurneptonus (n = 57), Ha BB3pacT oT 6 10 < 18 romunHu cien mpuem Ha Teamucaptan 1 mg/kg nmm
2 mg/kg 3a mepro/I Ha JICYCHHUE OT YeTUPU CeaMHUIIH. DapMaKOKHHETUYHUTE IIEIH BKITIOYBAT
OTIpeNeNIsTHE Ha CTAIIHOHAPHOTO CHCTOSHHE HA TEIMUCAPTAH MPH Jela U IOHOIIH, ¥ MPOyYBaHE Ha
pa3IuuuATa, CBBP3aHU C Bh3pacTTa. Benpeku, ue mpoy4BaHeTo € OMII0 MHOTO MAaJIKO 3a 3HAYNMa
OLICHKa Ha (papMaKOKMHETHKATAa MpH Aena 1o 12 ToanHu, pe3yaTaTuTe B MOBEUETO CITydaH ca B
CHOTBETCTBUE C HAXOJKHTE TIPU BB3PACTHH U MOTBBPIKIaBAT HETMHEHHOCTTA Ha TEIIMUACAPTaH,
0c00eHO 1m0 OTHOMIEHUE HA Cpax.

ITosoBa 00ycCI0BEHOCT
HaGmojaBanu ca MoJIoBH pa3indiisl B ITa3MeHUTe KOHIEHTpaud. Cmax 1 AUC ¢chOTBETHO 0KOJIO 3 U
2 IIBTH MTO-BUCOKH IIPH JKEHUTE, CPABHEHH C TE3HU MPH MBIKETE.

Crapyecka Bb3pacT
dapMaKOKMHETHKAaTa Ha TEJIMUCApPTaH He ce pa3linyaBa MEX/y MallMeHTH B CTapyecka Bb3pacT U Te3H,
no-MJIaaud oT 65 roguHU.

Bp0peunu yBpe X IaHus

[pu maIMenTH ¢ JICKH JI0 YMEPEHU M TSIKKH YBPEXKIaHUs Ha ObOpeuHaTa QyHKIUS ce HaOJo1aBa
yABOsIBAHE Ha IUIa3MEHHUTE KOHIIeHTpaluy. HabromaBar ce mo-HUCKH MIa3MEeHN KOHIIEHTPAIIUH TIPH
MAIEeHTH ¢ 0bOpeYHa HETOCTATHYHOCT, MMOIOKEHH Ha nuanm3a. [Ipu 6omHN ¢ Oh0pedHa
HEJAOCTaThYHOCT TEIMHUCAPTAH CE CBHP3Ba B IOJIsIMa CTEIEH C IJIa3MEHUTE MPOTEHHH U HE MOJKE J1a
Obj1e oTeneH npu auanusa. [Ipu manuenT ¢ 0bOpEeYHU YBPEKIAHUS STUMUHAHOHHUAT MOy KUBOT
HE ¢ MPOMEHEH.
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YepHoapoOHU YBpEKIAHUS

DapMaKOKUHETUUHHUTE MPOYYBAHUS TIPH MAIIMESHTH C YSPHOAPOOHU YBPEKIAHHS TIOKA3BAT
MOBUINIaBaHe Ha aOCOOTHATa OHOHATMYHOCT 70 0Kkos10 100 %. IIpu mamueHTH ¢ 4epHOAPOOHH
pre)KI[aHI/IH CIIMMHUHAITUOHHUAT HO.Hy)KI/IBOT HEC € HpOMeHeH.

5.3 IlpeakIuHUYHH JaAHHH 32 0€30MACHOCT

[Tpu npenKIMHUYHYT IPOYIBaHUS 38 O€30MaCHOCT, JO3HU, CPABHIUMH C TE3U B KIMHUIHUS
TEpaneBTUYCH JUAIa30H, ca MPeIM3BUKAIId HAMaJsIBAHE Ha MMapaMeTPHUTE Ha YSPBEHUTE KPHBHU
KIIETKH (€PUTPOLIUTH, XEMOTJIOONH, XeMaTOKPHT), IPOMEHHU B OBbOpeuHaTa XeMOAMHAMUKA (TTOBUILIEHO
HHUBO Ha a30T B KPHBTA M KPEATHHUH ), KAKTO W TIOBHUIIICH KU B cepyMa Ha HOPMOTECH3UBHH
>kuBOTHHU. [Ipu Kydera ca HaOmogaBaHu ObOpeyHa TyOynapHa aunaranus u atpodus. [Ipu mipxose u
KydeTa € 0TOeII3aH0 ChIIN0 YBPEKJaHEe Ha CTOMAIITHATAa MyK03a (€pOo3Hs, SI3BU WIH Bb3MajieHue). Te3n
(hapMaKoIOTHIHO METUMPAHN HEXKETIAHU JICKAPCTBEHU PEAKIINH, N3BECTHHU OT MPEAKINHIIHNTE
MPOYYBaHUS C UHXUOUTOPU Ha aHTHOTEH3MH KOHBEPTUPALIHS €H3UM U aHTarOHUCTH Ha aHTMOTEH3HH
II penenitopa, ca mpeAOTBpaTEHH Upe3 MEePOpaTHO JoOaBsHE Ha (PU3NOJIOTHICH pa3TBOP.

[Tpu nBaTa BUAA )KUBOTHH ca HAOIIOIaBaHU TIOBUILICHA aKTHBHOCT Ha TUIA3MEHUS PSHUH U
XUNEPTPOPHsI/XUTIepIuIa3usi Ha ObOPEUHNUTE FOKCTATIIOMEPYITHUTE KIETKU. Te3u MPOMEHH, KOUTO ca
CBIIO U e(heKT Ha UHXUOUTOPUTE HA AHTMOTEH3UH KOHBEPTUPAIINS CH3UM U Ha APYTH aHTHOTeH3HH 11
PELENTOPHU aHTATOHKCTH, HAMAT KIIMHHYHA 3HAYUMOCT.

Hsama sichu JaHHU 3a TepaToreHeH eQeKT, BhIIPEKH TOBA MPU TOKCUYHH J030BU HUBA HA TeIMUCAPTaH
¢ HaOmogaBaH e(heKT BHPXY IOCTHATAIHOTO Pa3BUTHE HA TIOTOMCTBOTO, KaTO TIO-HICKO TEIECHO
TErJo U 3a0aBEHO OTBapsSHE HA OYUTE.

Hsma manHM 3a MyTareHHa M CbOTBETHA KIIACTOT€HHA aKTHBHOCT IIPH U3MTUTBAHUS i Vitro U 3a
KapuMUHOICHHOCT IIPU MJIBXOBE U MHUIIKH.

6. DOAPMAILEBTUYHU JAHHU

6.1 Choucbk Ha NIOMOIIHHUTE BelleCTBA

[Moumon (K30)

Mernymun

Hatpues xunpoxcun

JlakTro3a MoHOXUApAT

CopouTton (E420)

MaruesueB creapar

6.2 HecbBMecTUMOCTH

Henpunoxxumo.

6.3 Cpoxk Ha rogHocT

3 roguHM.

6.4 CrnenuaJHu ycJIOBUSI HA CbXpaHeHHe

[a ne ce cpxpansBa Hag 30°C.
Ja ce cpxpaHsiBa B OpHTHHAIIHATA OMAKOBKA 32 JIa C€ MPEAIa3y OT CBETIHHA.

6.5 Buau chabp:kaHus HA OMAKOBKATA

OPA/AI/PVC Al 6nucrep. Beexu 6mucrep cbabpska 7 unu 10 Tabnerku.
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lNonemuna Ha omakoBkute: 14, 28, 30, 56, 84, 90, 98 u 100 TabneTku B KyTHsl.
He Bcnuky BUIOBE OMakoBKH MOTAT Ja ObAAT IyCHATH Ha Mas3apa.
6.6 CrnenmaJjHy Npeana3HH MEPKH NPH U3XBbLPJIsiHe U padoTa

Hsama CIICIaJIHU U3MCKBaHUA.

7. HPUTEXATEJI HA PASPEHIEHUETO 3A YIIOTPEBA

KRKA, d.d., Novo mesto, gmarjeéka cesta 6, 8501 Novo mesto, CnoBeHus

8. HOMEP(A) HA PASPEIIIEHUETO 3A YIIOTPEBA

14 Tabnerkn: EU/1/10/632/008
28 tabnerku: EU/1/10/632/009
30 Tabmerkn: EU/1/10/632/010
56 tabnerku: EU/1/10/632/011
84 Tadnerxkn: EU/1/10/632/012
90 tabnerku: EU/1/10/632/013
98 tabnerku: EU/1/10/632/014
100 tabnerku: EU/1/10/632/023

9. JATA HA ITbPBO PAZPEITABAHE/IIOJJHOBABAHE HA PASPEIIIEHUETO 3A
YIIOTPEBA

[ata Ha mppBO paszpeniaBane 3a ynorpeda: 04 ronu 2010
[Hata Ha nocneano noxHossiBane: 19 mapt 2015

10. JATA HA AKTYAJIMU3UPAHE HA TEKCTA

[Monpo6na nHpoOpManus 3a TO3U JIEKAPCTBEH MPOIYKT € IpeAocTaBeHa Ha ye0 caiita Ha EBpomneiickara
areHIM 1o JiekapcTBaTa http://www.ema.europa.eu.
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1. HUME HA JIEKAPCTBEHUSA TPOAYKT

Tolura 80 mg TabmeTKH

2. KAYECTBEH U KOJIMYECTBEH CbCTAB
Bcsika Tabnerka cpabpxa 80 mg TeIMHUCcapTaH.

[TomorHM BeniecTBa ¢ U3BECTHO JieCTBUE:
Bcesika Tabmetka cpappika 299,7 mg copouron (E420) u 114 mg nakrosa.

3a IBJIHMUS CIIUCHK Ha IIOMOIITHHUTEC BC€IICCTBA, BUXKTC TOYKa 6.1.

3. JEKAPCTBEHA ®OPMA
Tabmerka.

80 mg: Genn 10 mouTH OemH, JBOWHOM3ITBKHAIHN, Ta0JIETKH ¢ popMa Ha KaICyiH

4. KIMHUYIHU JAHHHA

4.1 TepaneBTUYHHM MOKA3AHUA

XunepToHus
Jleuenne Ha eceHITMAIHA XUTIEPTOHUS TIPY BH3PACTHH.

CobpredHoCcha0Ba NPOGUIAKTHKA

HamansBane Ha ChpAEYHOCHAOBaTA 3200I€BAEMOCT IIPU BB3PACTHH C:

- U3sBEHa aTepOTPOMOOTHYHA CHPAEYHOCHA0BA O0ONECT (aHaMHE3a 3a KOpOHapHa 60JIeCT Ha
CHpPLETO, MO3bYEH MHCYNT W Nepr(epHo apTepHaiHo 3a00sBaHe) WK

- 3axapeH quadeT TUIT 2 ¢ YCTaHOBEHO YBPEKJIaHEe Ha KpalHHUTE IPULIEITHH OpTraHu.

4.2 J103UpPOBKA M HAYUH HA MPUJIOKEHHUE

ﬂosnpmaxa

JleueHne Ha eCeHIIMAIHA XUIIEPTOHUS

OO6ukHOBeHO eekTuBHATA 7032 ¢ 40 mg BeqHbXK THEBHO. HKoM MareHTH Morar Ja ce MOBJIHSAT
JIOpH U OT JHEeBHA 7032 oT 20 mg. B cimy4anTe, B KOUTO HE C€ MOCTHTa JKEIAaHOTO KPhBHO HaJIsTaHe,
Jl03aTa Ha TEeJIMHCAPTaH MOXe Jia Ob/ie TOBHIIICHa MaKCUMaITHO 10 80 mg BemHbK JHEeBHO. KaTto
ANTEPHATUBA, TEJIMUCAPTaH MOXKeE Jia ObJIe TIpHIaradH B KOMOWHAIMS C AMYPETHUIIN OT THA3UICH THIT
KaTo XUAPOXJIOPOTHA3H]I, C KOMTO NOMBIHUTEIHO ce IOHMKaBa KPBBHOTO HansArane. [lpu pernenue 3a
MMOBHINIABAHE HA J103aTa, TPA0Ba J1a ce MMa MPEABUI, Y€ MAKCUMATHHUAT aHTHXUIIEPTCH3UBEH €(EKT ce
JIOCTUTA B paMKHTE Ha 4 710 8 CEeIMHIIM CIIe]] HAYaJIOTO Ha JICYCHHETO (BXK. ToUKa 5.1).

CobpaeyHocha0Ba HDO(bI/IJ'IaKTI/IKa

[IpenopruBanara no3a e 80 mg BeAHBX JHEBHO. He e u3BecTHO nanu mo-Hucku 1034 oT 80 mg
TeIMHUCapTaH ca e(DEeKTHBHA 32 HaMaJlsIBaHE Ha CHPIECIHOCHI0BA 3200JICBAEMOCT.

[Ipu 3amouBaHe Ha JieYCHUE C TEIMHUCAPTaH 32 HAMAISBaHE Ha ChPAEYHOCHI0BA 3200JIEBACMOCT Ce
MpernopbyBa BHUMATEIHO MPOCesIiBaHe Ha KPbBHOTO HaJISITaHE M aKO CE Hallara, KOpurupaHe Ha
JIeKapcTBaTa, KOUTO IOHIKABAT KPBBHOTO HAJIATAHE.
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Cneyuannu nonyrayuu:

ITarmmenT ¢ OL0PEYHO YBpEKIAHE

Hanuden e orpanryeH ONUT U MAIMEHTH ¢ TSKKHA HApYIICHHs Ha ObOpevHaTa (GYHKIHS WK Ha
xemoauanu3a. [Ipu Te3n manmueHTH ce mpenopbyuBa Mo-HUCKa HadanHa 103a oT 20 mg (BXk. Touka 4.4).
ITpu marueHTH ¢ JIEKO 0 CPeTHO TeXKO OBOPEeUHO yBpexkIaHe He ce Hajara MpoMsiHa B T03UPOBKATA.

ITanueHTy ¢ 4epHOAPOOHO YBpEXKIAHE

Tolura e mpoTHBONIOKA3aH MPH MAIMEHTH C TEKKO YepHOAPOOHO yBpexkaaHe (BkK. Touka 4.3). Ilpu
MALMEHTH C JIEKO JI0 CPETHO TEXKO YEPHOAPOOHO YBpEXKIaHe O3MPOBKaTa He TPsOBa J1a Ha/IBUIIIaBa
40 mg BeAHBXK THEBHO (BX. TOUKa 4.4).

IlanMeHTy B cTapyecka Bb3pacT

He e HeoOxonmuMo KOpUTHpaHe Ha 103aTa IPH MAIMEHTH B CTapyecka Bh3PacT.

Ileouampuuna nonyrayus

besonacHoctTa 1 epukacHocTTa Ha Tolura mpu nena u roHOIIM Ha BB3pacT nox 18 roxuHy He ca
YCTaHOBEHH.

HanuuxuTte noHAcTOAIIEM JJaHHU Ca OMUCAHU B TOUKH 5.1 1 5.2, HO MpenopbKY 3a JO3UPOBKA HE

MOJe J1a ObJIaT HaIlPaBeHHU.

Hauun Ha npuiioxxeHue

TabneTkute TenMucapTaH ca MpeAHa3HAYCHH 33 TIEPOPATHO MPUIIOKEHUE BEIHBHK JHEBHO U TPAOBa /1a
ce IpHueMar ¢ TeIHOCT, ChC WITH Oe3 XpaHa.

Ipeonasznu mepxu, koumo mpsabsea 0a 0voam e3emu npedu paboma Uiy NPULOHCeHUe Ha
JIeKAPCMEEHUsL RPOOYKNL.

Tenmucapran TpsOBa Ja ce ChbXpaHsiIBa B 3alleYaTaHus OIUCTED, MOPAJN XUTPOCKOMTUYHUTE CBOMCTBA
Ha Ta0yeTkute. TabneTkuTe TpAOBa 1a ce U3BAKAAT OT OJIUCTEpa HEMOCPEACTBEHO NPeIH yIoTpeda
(BX. TOUKa 6.6).

Tolura TabmeTku HE MoraT J1a ObAAT pa3AeisTHY, CICOBATEIHO TE HE Ca TOAXO SN 32 IPUIIOKCHHE
MIpU MAIMEHTH, KOUTO C€ HYXKIAAT OT J03a oT 20 mg TeIMHUCcapTaH 3a JIeUeHHEe Ha XUIIEPTOHUS HITH 32
MAIUEHTH C TEXKKO ObOPEYHO YBpEeKIaHE MITH XeMOAHAIK3a. 3a Te3U MallueHTH ca HATUIHU
€KBHMBAJICHTHHU TIPOIYKTH ChC ChIIaTa aKTHBHA ChCTABKA.

4.3 IIporuBonoka3zaHus

- CBpBX4yBCTBUTEITHOCT KbM aKTHBHOTO BELIECTBO WJIM KM HAKOE OT IIOMOIITHUTE BELIECTBA,
n30poeHH B TOUKa 6.1.

- Bropu u Tpetu TpuMecThp Ha OpeMeHHOCTTA (BX. ToUkH 4.4 1 4.6).

- OOcTpyKTHBHHY 3a007sIBaHNS Ha JITBYHUTE TBTHIIA.

- Texko 4epHOIPOOHO YBpEKAaHE.

EnnoBpemennata ynotpeba Ha Tolura ¢ anuckupeH-chIbpIKaly IPOAYKTH € IPOTHBOIIOKa3aHa MPU

TAIMEeHTH Che 3axapeH auader uim 6s6peuno yepesxaane (GFR < 60 ml/min/1,73 m?) (Bx. Touka 4.5

us.1).

4.4 ChenuajaHu npeaynpe:kIeHus: U MpeAna3Hu MepKU NpH ynorpeda
Bpemennoct
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He Tps6Ba na ce 3amo4Ba npreM Ha aHTHOTCH3HH 1l perenTopHr aHTarOHUCTH TI0 BpeMe Ha
OpeMeHHOCT. [TarueHTKNUTE, KOUTO IIAHUPAT OPEMEHHOCT, TPsIOBA J]a MpEMUHAT KbM alITEPHATHBHO
AHTHXUIIEPTEH3UBHO JICUCHHE C YCTAaHOBEH Mpod i Ha 6€30IacHOCT IpH yrioTpeda Mo BpeMe Ha
OpEMEHHOCT, OCBEH aKO C€ CUUTA, Y€ € OT 0COOCHA BaKHOCT J]a C€ MPOIBJIKH JICUCHUETO C
aaruoteH3uH 1l perenTopHN aHTAarOHUCTH. AKO € JMArHOCTHIINPaHa OPEMEHHOCT, JISYEHUETO C
aHTHoTeH3uH Il perienTopHu aHTarOHUCTH TPsIOBa He3a0aBHO Aa Ob/Ie MPEYCTAHOBEHO U aKO €
MOIXOSIIO Ja ObJIe 3aII0YHATO ATSPHATUBHO JiedeHHe (BXK. Toukh 4.3 u 4.6).

YepHOApOOHO YBpEXKIAHE

Tolura He TpAOBa Aa ce mpuIara Mpy MaueHTH C X0JIECTa3a, C KITBYHN OOCTPYKTHBHH HapyIISHHU
WM TEXKO YePHOAPOOHO yBpexkaaHe (BXK. Touka 4.3), Thi KaTo HO-TosIMaTa 4yacT OT TeIMHUCApTaH ce
SNIMMHHHpPA upe3 KTpuKarta. [Ipn Te3n marueHTn MoXe 1a ce 09aKBa HaMaleH YepHOAPOOEH KINPBHHC
Ha TenMucapTad. Tolura Tps0Ba fa ce mpuiiara BHUMaTEJIHO NIPU MALMEHTH C JIEKU 10 CPEIHO TEKKH
HapyIIeHUsS B YepHOAPOOHATA (QYHKITHSL.

HurecTunanen anruoeaem

3a MHTECTHHAJICH aHTHOeJIeM Ce ChOOIIaBa PH MAMeHTH, JIEKyBaHH ¢ aHTHOTeH3HH 1l penenrropHu
aHTaroHUCTH (BXkK. Touka 4.8). Te3u nmanueHTn UMaT KopeMHa 00JIKa, TaJicHe, TOBPBIIAHE U TUapHsL.
CuMnTOMHUTE OTIIYMSIBAT CIIEM IPEYCTaHOBSIBaHE HA aHTMOTEH3MH 1] perenTopHuTe aHTarOHNUCTH.
AXO ce TMarHOCTUIIMPa UHTECTHHAJICH aHTHOE/IEM, JISYEHHETO C TeIMICApTaH TPsAOBa J1a ce
MIPEYCTAaHOBH U Ja C€ 3aII0YHE OAXOSIIO0 HaOII0AEHHE 10 IBIHOTO OTIIYMSBAaHE HA CHMIITOMHUTE.

PeHOBaCKVJIaDHa XUNICPTOHUA

Korato marnpenTn cbc cTeHO3a Ha J1BeTe OBOPEYHN apTepHH MM CTEHO3a Ha apTepusaTa KbM eANHIYCH
¢yHKIMOHMpan] ObOpEeK ca JIEKyBaHH C JIEKapCTBa, TOBIUABAIIY CUCTEMaTa peHHH-aHTHOTEeH3HH-
AJIIOCTEPOH CHIIECTBYBA IMOBHIIEH PUCK OT TEKKa XUIIOTOHHSA M ObOpedHa HeOCTaTHYHOCT.

Br0Opeuno yBpexxaane u Ob0peUHa TpaHCILIAHTALNS

Koraro ce m3nomssa Tolura mpu manuenTH ¢ HapymeHa 0b0pedHa (HyHKIHA, Ce MPEIophuBa
MIEPUOINIHO MOHUTOPUPAHE Ha KM U CEPYMHOTO HHBO Ha KpeaTnHUHA. HsiMa MoCcTaThYHO NaHHU
10 OTHOIIIEHHUE Ha MpHIokeHueTo Ha Tolura mpu marueHTy, MpeThpIieian Hackopo Obp0pednHa
TPaHCIUTAHTAIIHS.

BbTpechaoBa XUIIOBOAESMHUS

CumnroMaTHYHa XUTIOTOHHS, OCOOEHO ciiest mbpBara /103a Tolura moxe na ce HaOmoaBa Ipu
MaIUeHTH C HaMaJleH 00eM W/WIIM HATPUeB JIeUIUT PH MOIIHA IUYPETUYHA Teparus, TUeTa ¢
OTPaHUYCHO MTPHEMaHe Ha COJ, JUAPHsI WK TOBpbhIIaHe. TakuBa ChCTOSHUS TPsIOBa ja ObaatT
KOpUTHpaHU Mpeau npuioxeHue Ha Tolura. HamaneHusAT 00eM u/Wiii HATPUEBUAT ACHUITUT TPsOBa J1a
ObJIc KOPUTHPAH Mpeau npriokenue Ha Tolura.

JBOMHO 6J'IOKI/IDaHe Ha pCHUH aHT'MOTCH3HWH -aJITIOCTCPOHOBATA CUCTEMA (PAAC)

Wma nanHy, ye eqHoBpeMenHara ynorpeda Ha ACE uaxuburopu, anruotensuH ll-penentopan
OJIOKepH WU aJCKUPEH MOBUILIABA PUCKA OT XUIIOTOHUS, XUIIEPKAIUEMUS 1 HaMaJIsiBaHe Ha
O0pOpeuHara GpyHKIMSA (BKIFOUNTETHO ocTpa ObOpeuHa HegocTaTbyHoCT). [lopaam ToBa He ce
npenopbuBa ABoMHO Ookupane Ha PAAC upe3 komOuHupaHaTa ynorpeda Ha ACE uaxuburopu,
anruoTeHsuH lI-penentopan O0Kepy WM alMCKUpeH (BX. Touku 4.5 n 5.1).

AKO ce TIpelieHH, ue TepalisaTa ¢ IBOHHO OJIOKHpaHe € abCOI0THO He00X0MMa, TOBa TpsAOBa J1a
CTaBa caMo I0J HaOTIOJEHNETO Ha CIISIUAINCT U TP YeCTO BHUMATEIIHO MOHUTOPUpPAHEe Ha
O0bOpeuHaTa GyHKIHUS, eIEKTPOIUTUTE U KPHBHOTO HAJIATAHE.
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ACE naxubnurtopu u anrnoteHsuH lI-penentopHu GokepH He TpIOBa [a ce U3MOI3BAT €IHOBPEMEHHO
IpU MalUeHTH ¢ f1uabeTHa HedponarTusl.

HDVI‘I/I CHhCTOAHHUA CHC CTUMYJIAINA HAa CUCTEMATA PCHUH-aHTUOTCH3UH-aJIJOCTCPOH

ITpu maruenTH, YMATO BacKyJIapeH TOHYC U ObOpeuHa (GyHKIMS 3aBUCIT OCHOBHO OT aKTHBHOCTTA Ha
cUcTeMara peHHH-aHTMOTCH3MH-AJIOCTEPOH (HAPpUMEp MAI[MeHTH C TeKKa 3aCTONHA ChpIeuHa
HEJIOCTaTHYHOCT WIIH CHIECTBYBAIIO OOpEUHO 3a00JIIBaHe, BKIIFOUNTEIIHO U CTeHO3a Ha ObOpedYHaTa
apTepusi), ICYCHUETO C JICKAPCTBEHH MPOILYKTH, KOUTO MOBIHUIBAT Ta3K CHCTEMa, KATO TSIMHCAPTaH,
MPEAU3BUKBA OCTPA XUIIOTOHHS, XUIIEPA30TEMHUS, OJTUTYPHS WK PSIKO OCTpa ObOpeuHa
HEJIOCTATHYHOCT (BXK. TOUKa 4.8).

IIbpBHYCH AIJIOCTEPOHUZBM

[TaneHT ¢ MbPBUYEH aJ1IOCTEPOHU3BM M0 MIPUHIIKIT HSIMA Jla pearupat Ha aHTUXUTIEPTEH3UBHU
JIEKapCTBEHH MPOIYKTH, ISHCTBAIIY Ype3 HHXHOMpaHe Ha CICTeMaTa peHnH-aHruoTeH3uH. [lopanu
TOBa, yroTpedara Ha TeIMUCAPTAH HE CE IPETOPHYBa.

CreHO3a Ha a0pTHATa U MUTpajIHA Kjala, 06CTDVKTI/IBH21 xnnempod)mma KapaAuOMHONIaTHA

Kakro npu npyrure Ba3oaunaTaTopy, CleMaIHO BHUIMAaHUE € He0OXOAUMO MPH MalUEHTH, CTPaJaliu
OT a0pTHA WJIM MUTpAJIHA CTCHO3a WM OOCTPYKTHBHA XUIEPTPOPUIHA KaPIUOMHUOIATHSI.

IlanmeHnTu ¢ Z[I/Ia6eT, JICKYBAHH C MHCYJINH WJIN aHTI/IZ[I/Ia6eTHI/I JICKApCTBA

HpI/I TE3U MAaIUCHTU MOXKE Ja HACTBIIN XUIIOTJIMKEMUS IIPU JICUCHUE C TCIIMHUCApPTaH. 3aTOBa, IpH TE3U
IMaMCHTH Tp}I6Ba Ja ce 0OMUCIN CHOTBETHO IIpOCICAABaHC Ha KPbBHATA 3axXap U MOXKE Jia CC HAJIOXKHU
KOpUTUPAHE Ha A03aTa Ha UHCYJIMHA WU aHTI/I)lI/Ia6€THI/ITe JICKapCTBCHA, KOraTo € [0Ka3aHo.

XurnepkaaueMust

YnoTpebaTa Ha JeKapCTBEHH MPOIYKTH, KOUTO MOBIHSBAT CHCTEMAaTa PEHIH-aHTHOTEH3NH-
AIJOCTEPOH MOKE J]a IOBE/IE 10 XUIICPKATHEMHUS.

XunepkanrueMusaTa Moxe Ia Obe ¢ (paTareH 3Xo1 IpH MAIMEHTH B HAIIpEAHAIA BB3PacT, IIPH
MAIMEeHTH ¢ 0bOpeYHa HeJJOCTAThYHOCT, MPH MAIIMEHTH ¢ Jua0eT, pH MAIeHTH, JICKyBaHH
€THOBPEMEHHO U C IPYTH JICKAPCTBEHHU MPOAYKTH, KOUTO MOTAT Jla TOBHIIIAT HABATa HA KaJHs /MK
IIPY NALMEHTH C IPUIPY’KABALM ChCTOSHUS.

Ipeau ma ce B3eMe pelIeHne 3a eIHOBPEMEHHO MPHUJIOKEHHE Ha JIEKAPCTBEHH MPOIYKTH, KOHUTO
MOBJIMSIBAT CUCTEMaTa PeHUH-aHIMOTEH3UH-AIJIOCTEPOH, TPAOBA J1a ce MPEIEeHH ChOTHOIICHUETO
oJ13a/ PUCK.

OcHOBHHTE PUCKOBHU (paKTOpH 32 BB3HUKBAaHE Ha XUIEPKaJIHEMHUs, KOUTO TpI0Ba Jia ce B3eMar 1o

BHUMaHHE ca:

- 3axapeH nuaber, ObOpedHO YBpeKAaHe, Bb3pacT (>70 TroauHN).

- KomOuHamnus ¢ enuH wiv moBeue JCKapCTBEHH MPOIYKTH, KOUTO IMOBIUSIBAT CHCTEMATa PCHUH-
AQHTHOTCH3WH-AJIOCTEPOH /WM KaIneBU N00aBKH. JIeKapCTBEHH MPOAYKTH WM TEPANICBTHIHN
TPYIHU Ha JIEKAPCTBEHU IIPOLYKTH, KOUTO MOTaT J1a IPEIU3BUKAT XUIIEPKATIUEMUS Ca COIEBU
3aMECTUTEIH, ChIbPIKAIIN KaJTUi, Kamuii-cexparssaniy auyperuiy, ACE uaxuburopw,
aHruoTeH3uH 11 penenTopHN aHTArOHNCTH, HECTEPOUIHN POTHBOBB3MAIUTEIIHI CPEICTBA
(HCIIBC Bxitountento cenekTuBHI COX -2 HHXUOUTOPH), XeTapHH, IMYHOCYTIPECOPH
(UMKIOCTIOPYH WM TaKPOJIUMYC) H TPUMETOIIPHM.

- WHTepKypeHTHH CHOUTHS U MO-CIICHUAITHO JeXHIpaTUpaHe, OCTpa ChpleyHa IeKOMIICHCAIHS,
MeTabOJIMTHA alKa03a, BIolIeHa ObOpevHa (yHKIMs, BHE3AITHO BIIOIIABaHEe HA OBOPEUYHOTO
chcTOsIHUE (HanpuMep HH(DEKIIMO3HU 3a00JIIBaHNs ), KICTHYHO JIN3UpaHe (HapuMep ocTpa
UCXEMHMS Ha KpaWHHUKa, pabIOMHOIN3a, OOLINPHA TPaBMa).
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[Ipu pHCKOBU MALIMEHTH CE NPENOPHYBA BHUMATEIHO MOHUTOPUPAHE Ha cepyMHUs Kanuil (Bx. Touka
4.5).

CopOuton

ToBa nekapcTBO chabpxka 299,7 mg copOUTON BB BCSAKA TabJIETKA.

Tpsi6Ba na ce MMa NpeIBUI AAUTUBHUAT e(eKT HA CHITBTCTBAILO IPHIIaraH! NPOAYKTH, ChIbPKAIIN
copburon (nm GpykTo3a), KAKTO U XPAaHUTEIHUAT IIPHEM Ha cOpOuTON (Wi GppyKTOo3a).
CpIappKaHHeTo Ha COPOUTO B JICKAPCTBEHH MIPOLYKTH 3a IIEPOPATHO NPHIOKEHUE MOXKE [a TIOBIIHUSIE
OMOHANTMYHOCTTA Ha APYTH JIEKAPCTBEHU MPOAYKTH 32 TIEPOPATHO MPHIIOKEHNE, KOUTO Ce MpUIarat
CBIIBTCTBALIIO.

[Tanmentn ¢ HacaencTBeHa HeMOHOCHMOCT KbM (ppykTo3a (HFI) He TpsOBa na mpuemar/momysaBat
TO3U JIEKapPCTBEH MPOIYKT.

JlakTo3a
Tolura TaGneTku cppprka makTo3a. [lannenTyn ¢ peaxn HacIeACTBEHH POOIEMH Ha HETIOHOCHMOCT
KBbM raJlakTo3a, ITbJICH JIAKTa3eH MeUIUT WIN TII0K030-TalakTo3Ha MajabcopOmus He TpsOBa aa

npuemar Tolura.

ETHunuecku paznuuusa

Kakro e HabmroaBaHo NMpy MHXUOMTOPHUTE Ha aHTMOTEH3UH KOHBEPTUPAIINS SH3UM, TEIMHUCAPTaH U
JpyTUTEe aHTHOTeH3MH I perenTopHU aHTarOHUCTH ca OYEBHUIHO TT0-MAIIKO e(h)eKTHBHU B
MOHWXABAHETO HA KPbBHOTO HAJSITAHE IIPHU XOPa OT YEPHATA paca, OTKOIKOTO MPH APYTUTE PACH,
BEPOSATHO MOPaIU MO-YECTOTO CPEIlaHe B YepHaTa MOIMYJIAIs Ha HUICKO PEHUHOBO HUBO C IIPOSIBU Ha
XUIEPTOHMUS.

EQYI‘I/I

KaxTo npu 1pyru aHTUXUNIEPTEH3UBHU ar€HTH, €KCLIECUBHATA PEAYKLMS HA KPbBHOTO HAJIATaHE MPU
MalMeHTH C UCXEMHUYHA KapAUOIaTUs WK HCXEMHUYHO KapIMOBACKyJIapHO 3a00JIIBaHEe MOXKE Ja
JOBeJe 10 MUOKapAeH HH(PAPKT WITH UHCYIT.

4.5 BzauMopeiicTBHe ¢ IPYT'H JIeKAPCTBEHH NMPOAYKTH U APYrH (popMH HA B3auMoAelcTBHE

ﬂI/IFOKCI/IH

[Tpu exHOBpeMeHHa ynoTpeba Ha TeJMHCapTaH ¢ TUTOKCHH ce HAaOII0aBa yMEpeHo MOBUIaBaHe Ha
nukoBata (49%) u Ha Haif-HucKkaTa (20%) ruTa3MeHa KOHIEHTAIMs Ha AUTOKCHH. [Ipu 3anouBane,
KOpHT'HpaHE Ha J03aTa WIK CIIHpaHe Ha JICUCHUETO C TeJIMUCApTaH, Tpa0Ba 1a ce HalogaBaT HUBaTa
Ha TUTOKCHH, 32 JIa ce MOAAbPKAT B TEPAaNleBTUIHUS HHTEPBAJL.

KakTo u mpyrute nekapcTBEHH MPOAYKTH, KOUTO MOBIUSABAT CUCTEMAaTa PCHHH-aHTHOTCH3MH-
AIJIOCTEPOH, TEIIMHICAPTAH MOXKE J1a TIPEIN3BUKA XHIIepKaTueMus (BK. Touka 4.4). To3u puck Moxe na
CC YBEJIMYH B CITy4ail HA KOMOWHUPAHO JICUYCHHE C IPYTHU JICKAPCTBEHHU MPOTYKTH, KOUTO CHIIO MOTAT
Jla IPEeTN3BUKAT XUTIEPKATUEMHUs (COIEBU 3aMECTUTEINH, ChABPKAIIN KaTHH, KAINH-ChXPaHsIBaIII
muyperui, ACE uaxuburtopu, anrnorensud Il perientopHu aHTaroHUCTH, HECTEPOUTHU
npotuBoBB3nanuTenHu cpeactea (HCIIBC Bxkmountento cenektuBHr COX -2 HHXUOUTOPH),
XeIapyuH, UMYHOCYTIPECOPH (IIUKIIOCTIOPUH WM TAKPOIUMYC) ¥ TPUMETOIIPHUM).

Bb3HukBaHeTO Ha XUICPKAIUCMUS 3aBUCH OT CBBP3aHUTE C TOBA PUCKOBH (1)aKTOpI/I. PucksbT ce

MOBUIIIaBa MPHU MO-TOPE MMOCOUYSHUTE JIedeOHN KOMOMHAIMU. PUCKBT € 0COOEHO BHCOK ITPH
KOMOWHAITUS ¢ KaJIHii- ChXpaHsIBaIlX JUYPETHIH U KOTAaTO C& KOMOWHUPA ChC COJICBH 3aMECTHTEIH,
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cpabppokammy kanuit. Hampumep npu kombunanus ¢ ACE uaxuburopu nin HCIIBC pucksT € no-
MallbK, IPU YCJIOBHE Y€ CTPUKTHO C€ CMa3BaT MpEANa3HuTe MEPKU MU yrnoTpeoda.

EaH0€p€M€HHOm0 NpUOdCeHUe He ce npenopvued C

Kanuii-chXpaHsBaiiy JUyPETULN UIH KATHEBH ,Z[O63.BKI/I

Anrnotens3ud Il perienTopHUTEe aHTATOHUCTH, KAKBBTO € TeIMUCApTaH, HaMaJlsBaT 3ary0aTta Ha KaJui,
KOSTO CE HpI/IJII/IBBI/IKBa oT }II/IypeTI/I]_II/ITe. KaﬂHﬁ—C’bXpaHHBaLHHTe ):[I/IypeTI/IHI/I KaTo CHI/IpI/IHOJ'IaKTOH,
SIJICPEHOH, TPUAMTEPEH WU aMHUJIOPU]T, KAJIMEBUTE JJOOABKHU WIIM COJIEBUTE 3aMECTUTEIH,
CHABPIKAIIN KAJIMK MOTAT /1a JOBEAAT A0 3HAYUMO TTOBUIIIABAHE HA CEPyMHUS KaIHid. AKO
€JITHOBPEMEHHOTO MPHIIIOKEHHNE € TIOKAa3aHO MOpajiil YCTAHOBEHA XUITOKAIUEMUs, TO TpsiOBa aa ce
M3BBHPINBA C MOBUIIICHO BHUMAaHKUE U TPSAOBA YECTO J1a C€ MOHUTOPUPA CEPYMHHUS KaJIHA.

Jlutuit

[To Bpeme Ha eTHOBPEMEHHO TPUIIOKEHUE HA JIUTUH C MHXUOUTOPH Ha aHTHOTSH3MH KOHBEPTHUPALITHUS
€H3WM U C aHTHOTEH3UH Il penenTopHu aHTaroHUCTH, BKIIFOUUTETHO TEIIMUCAPTAH, Ca HA0I01aBaH!
00paTuMO MOBHUIIIEHHE HA CEPYMHHUTE TUTHECBU KOHIICHTPAIIMU M MIPOSBU Ha TOKCUYHOCT. AKO Ta3u
KOMOMHAIUS € He00X0AMMa, ce IPenopbuBa BHUMATEIHO MOHUTOPUPAHE HA CEPYMHUTE HUBA Ha
JINTHA.

EaHOGPQMeHHOMO NPUNOIHCEHUE USUCKBA NOBUULEHO 6HUMAHUE NPU

HCCTCDOI/IHHI/I OPOTHBOBB3INATUTEIHHN JICKAPCTBCHHU ITPOAYKTH

HCIIBC (T.e. aneTHacamuIiiIoBa KHCEIHHA B IPOTOBOBB3MaIuTe IH: 1031, COX -2 HHXHUOUTOPH U
HecenektuBHE HCIIBC) Morat 1a HaMansaT aHTUXUNEPTEH3UBHUS e€(PEeKT Ha aHTHOTEeH3uH I
peLenToOpHUTE aHTaroHUCTH. [1py HAKOM MAIeHTH ¢ HapylIeHa Ob0peuHa GyHKIUS (HarpuMep
JIeXUpaTUPaHU MMAMEHTH WIK TIAIIMeHTH B HaIlpeHala Bb3PacT ¢ HapylleHa ObOpeuHa QyHKINs)
€IHOBPEMEHHOTO MPHIIOKECHUE HA aHTHOTEH3MH 1] perienTopHr aHTArOHUCTH | JIEKAPCTBEHU
MPOIYKTH, KOUTO HHXHOHMPAT IIUKIIO-OKCUTEHA3aTa MOXKe J1a TOBEAE A0 IMO-HATATHIIHO BIOMIABaHE Ha
O0bOpeuyHara (GyHKIHA, BKIFOYUTEIHO € Bh3MOXKHA OCTpa ObOpevHa HeIOCTaThYHOCT, KOSITO
00uKHOBeHO ¢ oopaTuMa. [1o Ta3u mpuurHa, KOMOMHAIMATA TPsIOBa 1a OB MpUIaraHa ¢ IOBUIICHO
BHUMaHHE, 0COOCHO IIPH TMALUECHTH B CTapuecka Bh3pacT. [lanuenture TpsOBa na ObIaT ageKBaTHO
XUIIpaTUPaHU U J1a Obae mpociiesBaHa Ob0peyHaTa UM (pyHKIUSA B HAYaJIOTO HA KOMOMHHPAHOTO
JICYCHHE W IEPUOANIHO CJIe]] TOBA.

B eano npoyuBaHe eIHOBPEMEHHOTO MTpUJIaraHe Ha TeIMUCAPTAH U PaMUIPUII € I0BEJIO JI0 TOKaYBaHe
Ha AUC.24 11 Crax Ha paMUTIPHAI ¥ paMUTIpiiIatT Ao 2,5 mptr. KnuHnyaaTa 3Ha4MMOCT Ha TOBA

HaOIIONEHUE HE € U3BECTHA.

JInyperuny (THa3UIHN WA OPUMKOBH JUYDPETULIN)

[penmecTBaia Tepanus ¢ BUCOKH J03U TUYPETHIHN KaTto Gypocemus (OpUMKOB THYPETUK) U
XUIPOXJIOPOTHA3H] (THA3HUICH IUYPETHK) MOXKeE Jia JJOBE/IE 10 HaMaJeH 00eM Ha IHpKyJIrpanara
KPBB M PUCK OT Bb3HUKBAHE HA XUIIOTOHUSA IIPU 3all0YBaHE Ha JICUCHHE C TeJIMHCAPTaH.

Tpsabea ca ce 83eme nOO BHUMANUE NPU eOHOBPEMEHHO NPUNOACEHUE

Jpyry aHTUXUIIEPTCH3NBHU JICKAPCTBESHU MPOIYKTH

XunoteH3nBHAA e()eKT Ha TEIMHUCAPTaH MOKE 1a CE TIOBHIIH NPH €JHOBPEMEHHOTO TPHIIOKEHUE C
JIPYTH aHTUXUIIEPTCH3UBHU JICKAPCTBEHU ITPOLYKTH.

JlaHHY OT KJIMHHWYHM NIPOYYBaHHS ITOKA3BAaT, Y€ JBOHHOTO OJIOKHpaHE Ha PEHUH aHTMOTEH3HH
angoctepoHoBaTa cucrema (PAAC) upe3 kombunupanara ynotpeda Ha ACE naxubutopu,
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aHruoTeH3uH I[I-penentopHu OIOKepH UK aTCKUPEH Ce CBBP3Ba C IO-BUCOKA YECTOTA Ha HEXKEJIAHU
CBHOUTHUS, KATO HAPUMEP XUTIOTOHUS, XUTIEPKAIMEMHS M HaMaJsIBaHe Ha ObOpeuHara QyHKiums
(BKITFOUHTEITHO OCTpa OBOpEeYHa HEIOCTATHYHOCT), B CPAaBHEHUE ¢ yIoTpedaTa caMo Ha €IHO
cpeacTo, neiictBamo Bepxy PAAC (Bx. Touku 4.3,4.4 u 5.1).

Bb3 ocHOBa Ha (hapMaKOJIOTHYHUTE UM CBOMCTBA € Bh3MOXKHO JIa C€ 0YaKBa, Ye CICTHUTE
JIeKapCTBEHH MPOJAYKTH MOTAT JIa ITOBUILIAT XUITOTEH3UBHUA e(peKT Ha BCHYKH aHTUXHUIIEPTEH3UBHU
CPEJIICTBA, BKIFOYUTEITHO TeIMHUCAPTaH: 0aKIIOPeH, aMH(OCTHH.

CaI0 Taka, OpTOCTaTUYHATA XUITOTOHUS MOJKE J1a OBJIe 3acHIeHa OT ajIkoXoJ, 6apOuTypaTH,
HAapKOTHYHH BEIECTBA WM aHTUACIIPECAHTH.

KODTI/IKOCTGDOI/II[I/I (CI/ICTeMHO HDI/IJ’IO)KGHI/IG)

HamansBane Ha aHTUXHUIICPTCH3UBHUS €(EKT.
4.6 @epTUiUTET, )PEMEHHOCT U KbPMeEHE

Bpemennoct

He ce npenopbuBa ynorpedaTa Ha aHruoTeH3HH 1l penienTopHU aHTarOHUCTH IIpe3 IbPBUSI TPUMECTBP
Ha OpeMeHHOCTTa (BXK. Touka 4.4). YroTpebara Ha aHTHOTEeH3HH ] perenTopHr aHTarOHUCTH €
IPOTUBOIIOKA3aHa MIPe3 BTOPUS U TPETUS TPUMECThP Ha OpeMEeHHOCTTa (BXK. TOUKH 4.3 u 4.4).

Hsma noctarbuHO faHHHM 3a ynoTpebata Ha Tolura npu 6pemennu xenu. Ilpoyusanusta npu
JKMBOTHHU T0Ka3BaT PENPOAYKTHBHA TOKCUYHOCT (BXK. ToUKa 5.3).

EnmpiemMnonornuHnTe JaHHU 3a PUCKa OT TepaTtoreHHocT ciex excriosuius Ha ACE naxuburopu npes
IBPBHUS TPUMECTHP Ha OPEMEHHOCTTA HE ca yoenuTeHu. Bee mak, He Moye Jla ce U3KITI04H ¢1abo
TMOBUIIIaBaHE HA PUCKA. ﬂOKaTO HsAMa KOHTPOJIMpaHu CIMUACMHUOJIOTMYHN JaHHU 3a pUCKa IpU
yrnorpeba Ha aHTHOTEeH3HH I penenTopHN aHTarOHNCTH, CXOAHU PUCKOBE MOTAT Jia ChIIECTBYBAT IIPU
TO3HM KJac JiekapcTBa. [lanmenTkuTe, KONTO IIaHUPaT OPEMEHHOCT, TPAOBa a MPEMHUHAT KbM
ITEPHATHBHO aHTUXUIIEPTEH3UBHO JICYEHNE C YCTaHOBEH PO Ha OE30ITacCHOCT IIPH yIoTpeda 1o
BpeMe Ha OpPeMEHHOCT, OCBEH aKO CE CUUTa, Ue € OT 0COOEHa BaYKHOCT JIa C€ TPOIBIDKHU JICUCHHETO C
anruoteHsuH Il penenTopHu aHTaroHUCTH. AKO € JHArHOCTUIMPaHa OpeMEHHOCT, JICYCHHUETO C
aHrroTeH3uH Il perienTopHy aHTaroHUCTH TPAOBa He3a0aBHO Ja O'bJIe MPEYCTaHOBEHO U aKO €
MOIXOIAIIO Aa Obe 3aII0YHATO aITCPHATHBHO JICUCHHUE.

YcTaHOBEHO €, Ue eKCIIO3UIUATa Ha aHTHOTeH3HH 1] perenTopHr aHTarOHUCTH MPe3 BTOPHS U TPETHUS
TPUMECThP Ha OPEMEHHOCTTA MPEIU3BUKBA (DETOTOKCHYHOCT TPH XOpa (MMOHMmKeHa ObOpeuHa
(hyHKIMS, OTUTOXUAPAMHHUOH, 3a0aBeHa yepenHa ocu(uKalnsa) 1 HeOHaTaIHA TOKCUYHOCT (ObOpeuHa
HEJI0CTATHYHOCT, XUTIOTOHUS, XATIEpKaIueMus) (BXK. Touka 5.3).

[IpenoppuBa ce ynTpa3ByKoB Iperiie] Ha ObOpeyHaTa (GYHKINS U Yeperia, ako HACThITH eKCITO3UITHS
Ha aHTHOTEeH3MH ] perenTopHr aHTarOHUCTH TIPE3 BTOPUSI TPUMECTHP Ha OPEMEHHOCTTA U CIIEI TOBA.
HoBopojeHnuTe, YMiiTO MaliKK ca MpUeMalii aHTHOTeH3UH II perenTopHr aHTaroHUCTH, TpsIOBa 1a
OBJIaT BHUMATEIHO HAO0JII0/IaBaHM 32 HAJTMYKME HA XUITOTOHMS (BXK. TOUkHU 4.3 u 4.4).

Kepmene

Thii kaTo HAMA TaHHH OTHOCHO yroTpedara Ha Tolura B mepuosa Ha kbpMeHe, Tolura He ce
NPENOPBYBa, & CE MPEAMOYUTAT AITCPHATHUBHU JICUCHHS C IT0-100pe YCTAaHOBEH IMpoduit Ha
0e30IacHOCT B IEpHOIa Ha KbPMEHE, 0COOCHO IIPU KEPMEHE Ha HOBOPOJICHO HIIH MPEXKICBPEMEHHO
pojieHo JeTe.

DepTuauter

B npeaxiuHUYHY Ipoy4YBaHUA He ca HabmronaBaHu edextu Ha Tolura BbpXy epTmiinTeTa Ha MBXKU
Y JKCHCKU UHIVBUIM.
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4.7 EdexTn BbpXy crioco0HOCTTA 32 o¢upaHe H padoTa ¢ MALIMHU

Koraro ce modupa wim paboTu ¢ MaIimHU TPSAOBA Ja ce MMa MPEIBUIL, Y€ TIPU aHTUXHUITEPTEH3NBHA
Tepanus kato Tolura, Makap M psiIko, MOTaT Jia ce MPOSBAT 3aMaifBaHe WA CHHIIUBOCT.

4.8 Hexenanu JeKapcTBEeHU peaKIuu

Kparko n3moxkeHue Ha npoduiia Ha 0€30IacHOCT

CepHo3HHTE HEXKETAHH JIEKAPCTBEHN PEAKIMH BKIFOUBAT aHA(DUIAKTUYIHHU PEAKIINU U aHTHOCIEM,
KOUTO MOXe€ J]a HacThIAT psaako (>1/10 000 go <1/1 000), u octpa 6BO0pedHa HEAOCTATHYHOCT.

YecToTaTa Ha He)XXETaHUTE JISKAPCTBEHHU PEeaKLMK, ChOOIIEHH IpH yIoTpeda Ha TeIMHUCapTaH e
cpaBHuMa c TwTane6o (41,4 % capsmo 43,9 %) npu mranedo-KOHTPONUPAHN TPOYIBAHUS TIPU
TAIMCHTH, JICKYBaHU 3a XunepToHus. CIydanTe Ha MPOSBEHU HEXEJIaHH JICKAPCTBECHH PEaKIMU HE ca
CBBP3aHH C JI03aTa U HE MOKAa3BaT 3aBUCUMOCT OT T0JIa, Bh3PACTTa MM pacaTa Ha MalueHTUTe.
[MpodunsT Ha 6€30MACHOCT HA TEJIMHUCAPTAaH MU IMAIUCHTH, JIEKYBaHH 32 HaMaJIsIBaHE Ha
ChPJ/ICYHOCHI0BATA 3200JI€BAEMOCT, € CXOJICH C TO3H, HAOII0AaBaH MIPU MAIUSHTH C XUIIEPTOHUSI.

[IpencraBeHnTE MO-HOTY HEXKEIAHU PEAKIIH, OTPA3sIBAT PE3IYATATUTE OT KOHTPOIUPAHU KIHHUIHU
MIPOYYBaHUsI ITPH MAIMEHTH, JICKYBaHHU 3a XUIICPTOHUSI M OT TOCTMAPKETUHTOBH CHOOIIICHUS.
CHOuchKbT, CHIIO TaKa, OTPa3siBa CEPUO3HU HEKETaHU PEakLUy U HEKEIaHU PeakUuu, BOJACIIH 10
MpeKpaTsIBaHe Ha JICYCHUETO, ChOOIIECHHU B TPH ABJATOCPOYHH KIMHUYHU MPOYYBAHUS, BKIIFOUBAIIH 2 1
642 manmeHTH, JIEKyBaHU C TEIMUCAPTAH 32 HAMAISIBAaHE HA ChPACYHOCHI0BATa 3200I€BaEMOCT 32
MIEPHO/I 10 IIECT TOANHH.

KDaTKO H3JO0XCHHUE Ha HOXCITAHUTC JICKAPCTBCHU PCAKIINHN B Ta0auYEH (bODMaT

Hexenanure nexkapcTBEHH peakiiy ca KaTeTOPU3UPAHU CIIOPE]] YeCTOTaTa, KaTo € M3MoJI3BaHa
cieqHara Kiacudukamnus: MEOTO Yectd (>1/10), wectu (>1/100 mo <1/10), veaectu (>1/1 000 mo
<1/100), penxu (>1/10 000 mo <1/1 000), maoro peaxu (<1/10 000).

HpI/I BCAKO I'pylIMpaHe B 3aBUCUMOCT OT 4E€CTOTATa, HEKCIIAHUTC JICKAPCTBCHU PCAKIINU CC I/I36pO$IBaT
B HMU3XOAM p€a 1O OTHOMICHUE HAa TCKECTTA.

Wudexmun n nadecranmm

HEYEeCTH: WHdexuns Ha ypruHApHUS TPAKT, BKIFOYUTEIHO IUCTUT, MHOEKIUS Ha
TOPHHS PECITUPATOPECH TPAKT, BKIIOUATEIHO (DAPHHTUT U CHHYHT
penKu: Cericuc BKIIOUUTENHO ¢ (aTadeH U3Xon'

Hapymenus Ha kpbBTa ¥ TuM(pHATA CUCTEMa
HEYEeCTH: Anemus
penxu: Eo3uHobums, TpOMOOITUTOTICHHS

Hapymienust Ha UMyHHaTa cucTemMa
penku: AnadrakTHdHa peakus, CBPbXIyBCTBUTEITHOCT

Hapymrenus Ha Metabomm3mMa v XpaHEHETO

HEUYECTHU: Xunepkanuemust

peaxu: XunorimkeMus (MIpH MAIMEeHTH, OOTHH OT AuadeT)
[Ncnxuaan HApyIICHAUS

HEYECTH: bescwHue, nenpecus

penKu: BesnokoiicTBo

Hapyenus Ha HepBHaTa cucTeMa
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HEYEeCTH: Cuukon
Penxu: CBHHIUBOCT

Hapymienus Ha ounte
pEOKH: Hapymieno 3penue

Hapyuienus Ha yXoTo U 1a0UpUHTa
HEYECTHU: Bepturo

CopedyHu HapylIeHus
HEYECTH: bpanukapaus
penxu: Taxukapaus

Cb10BU HapyIICHUS
HEYeCTH: XUIOTOHHS, OPTOCTATUYHA XHUIOTOHHUS

PecniupaTopHu, TpbIHY U MEAUACTUHAIHY HAPYILICHUS
HEYECTHU: JlucoHest, Kalina
MHoro peaku: NuTepcTunmanaa 6emoapodHa 60yrecT 4

CroManrHo-4peBHU HAPYIICHHS
HEYeCTH: AOmomMuHaTHA 00JIKa, TUapHs, TUCTIeTICHs, (JIaTyJICHIINS, TIOBPhIIaHE
peaKu: Cyxora B ycrara, CTOMAIICH AUCKOMMOPT, AUCTEY3Hs

Xenaro-OunuapHu HapyIICHUS
penKu: AGHOpMHA YepHOAPOOHA (HyHKIMS/J4epHOAPOOHO HAPYIICHHE

Hapymienus Ha koxara v MOAKOXKHATA ThKaH

HEYECTH: [pyputyc, Xxunepxuaposa, 0opus

penKH: AHTHOeneM (ChILo U ¢ GaTajeH U3X0[), eK3eMa, epUTeMa, YPTHKapHs,
JICKAPCTBEH OOPHB, TOKCHUEH KOXKEH 00OpHB

Hapyuienust Ha MycKyJTHO-CKeJIETHATa CHCTEMa B CheIMHUTETHATA ThKaH

HEYECTH: Bonka B rep0Oa (Harp. uimac), MyCKyJIHH CIIa3MH, MAAJITHS

penKH: Aptpairusi, 00JKa B KpalHUK, OOJKH B CYXOXKIITUATA
(TEHIMHUTOTIOJOOHU CUMITTOMM )

Hapyurenus Ha 060peniuTe 1 TUKOYHUTE IIBTUIIA
HEUECTH: Bwr0OpeuHo yBpexnaHe, BKIIOYUTEIHO OCTpa OBOpeyHa

HCIOCTAaThYHOCT

O6H_II/I HapylmcHHus U e(l)eKTI/I Ha MsCTOTO Ha MMPUJIIOKCHHUE

HEYeCTH: Bonka B rppaHuS KOIII, acTeHUS (C1a00CT)

penKu: ['punonono6Ho 3abo0mnsBaHe

Uzcnensanus

HEUYECTH: [NoBwIlIeH KpEaTUHUH B KPHBTA

penKu: [NoHmxkeH xeMOrT00WH, TOBUIIIEHA TUKOYHA KHCEIHHA B KPBBTa,
MOBUIIIEHN YEPHOJIPOOHH €H3UMHU, MOBHIIIEHa KpeaTHH (hocoknHaza
B KPBBTa

1,2,3,4: 3a HOIBIHUTEIHO OMTUCAHKE, MOJIS BUXKTE MOATOUYKA Onucanue Ha usOpanu Hexiceranu
peaxryuu

Omnucanue Ha I/136DaHI/I HCXKECJIaHH JICKAPCTBCHU PCAKIIUU

Cencuc
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B npoyuBanero PRoFESS e nHabironaBana moBHUIICHA YECTOTA Ha CETICUC MIPU TEIMUCAPTaH B
cpaBHeHHe ¢ 1ane6o. CrONTHETO MOXKeE Ja € CilydaiiHa Haxo/Ka MM J1a € CBbP3aHO C HeIO3HAT 710
MOMEHTa MEXaHU3bM (BXK. TOUKa 5.1).

XHUNOTOHMS

Ta3u HexellaHa JIeKkapcTBEHa peakius € ChoOIIeHa KaTo YecTa, IPU MAMeHTH ¢ KOHTPOJIUPAHO
KPBBHO HAJIATaHE, KOUTO ca JIEKYBAaHU C TEIMUCAPTAH 3a HAMAJISIBAHE HA ChPJCYHOCHA0BATA
3a00JICBAEMOCT, B JOIBITHEHHE KbM CTaHAAPTHHUTE TPHIKU.

AObHOpMHA YepHOAPOOHa (HYHKIMS/9EPHOAPOOHO HAPYIIEHUE

[ToBeueTo citydan Ha aOHOpMHA YepHOAPOOHA QYHKITUS/IEPHOAPOOHO HAPYIIIEHHE OT MOCT-
MapPKETHHIOBHUS OIUT C TSIMHUCAPTaH HACTHIIBAT MPH MAIUSHTH OT SMOHCKY mpou3xo . [Ipu manuentu
OT SAMTOHCKH MPOMU3XO0/1 ChIECTBYBA MO-TOJISIMA BEPOATHOCT 3a PA3BUTHE HA TE3W HEXKEIIAaHH PCaKIIHH.

HuTepcTuinanya 0emoapodHa 60s1ecT
CiyJan Ha HHTEpCTHITHAIHa Oe10apobHa 00JIeCcT ca JOKIaABaH! OT MOCT-MAapKETHHIOBHUS OIIUT, BbB
BpB3Ka C MpreMa Ha TenMucapTan. [[puarHHO-CIIeICTBEHHA Bph3Ka 00aue He € YCTAHOBEHA.

WnTecTuHaneH auruoeaem
CpoOuieHu ca ciaydad Ha MHTECTHHAJICH aHTHOEIEM cliell yroTpeba Ha aHrrnoTeH3uH 11 penentopHu
AQHTaroHUCTH (BXK. Touka 4.4).

Cnob11aBane Ha HOJO3MPAHU HEKETAHH PEAKITUN

Cpo0IaBaHeTo Ha MOA03UPAHH HEJKEIIAaHH PEaKIMK CIIe pa3peliaBane 3a yrnorpeba Ha JeKapCTBEHHsI
MPOAYKT € BaxkHO. ToBa MO3BOJISIBA A3 MPOIB/DKK HAOIIOACHHETO HA ChOTHOIICHUETO 1T0J13a/PUCK 3a
JIEKapCTBEHUS MPOAYKT. OT METUIIMHCKHUTE CIICIUAINCTH CE U3UCKBA J1a ChOOIIaBaT BCIKA

0031 paHa He)KETaHa Peakilys ype3 HallMOHAIHA CHCTEMA 3a ChOOIaBane, mocoueHa B [Ipuioxenune
V.

4.9 Ilpenozupane
CrpIecTByBa OrpaHmueHa HH(YOpMAIS IT0 OTHOIICHUE Ha TIPEIO3UPAHETO TIPH X0pPa.

Cumnromu: Haii-u3sBeHUTE MPOSIBY Ha MPEA03UPaHe ¢ TEIMUCAPTaH ca XMIIOTOHMS M TaXUKapAus, a
CBILO Ce CHOOIAaBAT U OpaIUKapINs, 3aMastHOCT, IOBHIIABAHE Ha CEPYMHUS KPEaTHHHH U 0CTpa
O0BOpeuHa HEIOCTATBYHOCT.

Jleuenne: TenmucapTad He ce OTAENA Ipu Xemoananu3a. [larmeHTsT TpsOBa na Ob1e BHUMATEIIHO
HaOJI0]aBaH U JICYEHUETO TpAOBa 1a ObJe CUMITOMATUYHO U MOALbpKaio. OBIaIBaHETO 3aBUCH OT
BpPEMETO Ha IIpUeMaHe Ha MPOAYKTa U TeXKecTTa Ha cumnromure. [lpenopbunTenHure MepKku
BKIIIOYBAT MPEIM3BUKBAHE HA MOBPBIIAHE W/WIIK CTOMAIIIHA MPOMHUBKA. [IpriaraneTo Ha aKTHBEH
BBIJIEH MOXKE Jia IOMIPUHECE MPH JieUeHne Ha peno3upanero. HeoOxoaumo e 4yecTo npociensBaHe Ha
CepyMHUTE eNIEKTPOINTH U KpeaTHHUH. [Ipy mosiBa Ha XMITOTOHNS, TAIIMEHTHT TPAOBa a ObIe
MOCTaBEH B JIETHAJIO 110 TPHO MOI0KEHNE U OBbP30 J1a Ce MPUIIOKAT COJIEBU M 0OEMHU 3aMECTUTEIH.

5. ®APMAKOJIOTHYHU CBOMCTBA
5.1 ®apmakoaMHAMMYHH CBOMCTBA
®apmakoTtepaneBTnyHa rpymna: Auruorensud Il anraronnct, camocrositenno, ATC xox: CO9CAO07

MexaHn3bM Ha JIeHICTBUE

TenmucapTaH e NepopalHO aKTUBEH U CIeLU(pHUCH aHTHOTeH3UH 11 penienTopeH aHTaroHUCT (TUI
AT)). Toit n3MecTBa C MHOTO BUCOK a()HHUTET aHTHOTCH3MH 1] OT HETOBOTO MSCTO HA CBBP3BaHE B
AT penenTopHus NOATUII, KOITO € OTTOBOPEH 3a U3BECTHUTE AECUCTBUSA HA aHTMOTEH3HH II.
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Tenmucapran HsIMa IOPU U YaCTHYHA arOHUCTHYHA akTUBHOCT cipsiMo AT peuentopa. Teamucapran
ce cBbp3Ba cenekTUBHO ¢ AT, perenropa. CBbp3BaHETO € MPOIBIKUTENHO. TeaMucapTad He oKa3Ba
apUHATET KBM IPYTH PeUenTopH, BKIounTenHo AT, i nqpyru mo-cnabo xapakrepuzupanu AT-
petenTopu. OyHKIIMOHATHATA POJIS Ha TE3H PELENITOPH HE € U3BECTHA, HE € U3BECTCH U e(heKTa Ha
TSAXHATa B3MOKHA CBPBXCTUMYJIALMS OT aHTUOTEH3MH 11, UniiTO HUBA ca MOBUIIEHH OT TEIMUCAPTAH.
HuBara Ha ma3MeHuUs aIIoCTepOH ca MOHIDKEHH OT TeIMHUCapTaH. TenMucapTal He HHXHOUpa
YOBEUIKUS MJIa3MeH PEHHUH U He OJIOKUpa HOHHUTE KaHanu. TenMmucapTan He MHXHOUpa aHTHOTEH3UH
KOHBEPTUAIIHS eH3UM (KuHUHA3a 11), eH3uMBT, KOUTO ChINO pasrpaxna OpagukuauHa. [lopann ToBa
HE Ce OYaKBa Ja MOTCHIUpa OpaluKMHUH-METUUPAHUTE HEXKETIAHH JICKAPCTBECHH PEAKIIHH.

Ipu xopa go3ata ot 80 mg TenMucapTaH MOYTH U3IUI0 HHXHOMpA MPEAN3BIKAHOTO OT aHTHOTEH3HH
II noBuIIaBaHe Ha KPBBHOTO HaJsiraHe. IHXMOUTOPHUAT eheKT ce moaabpika Haj 24 yaca, KaTo Bce

ole Moxe Jia ObJie ycTaHOBEH J10 48 Jaca.

Kinnanuga edukacHOCT U 0€30IaCHOCT

JleueHne Ha eceHLMAIHA XUIIEPTOHMS

Cnen npujaraie Ha IbpBaTa J03a TEJIMUACApTaH ce HaOJI0aBa MOCTENCHHO M0sABa Ha
aHTUXUIICPTCH3UBHA aKTUBHOCT B paMKHTE Ha 3 yaca. MakcHMaIHaTa peAyKIus Ha KpPbBHOTO
HaJATaHe ce IOCTUTA HAITBITHO B paMKUTE Ha 4 JI0 8 CeIMUIIU CIIe/l HA4alIoToO Ha JICYEHUETO U Ce
TIO/TBPKa Ype3 MPOIBIDKATETHA TepPaTusl.

Crnen mpueMaHe Ha J103aTa aHTUXUIIEPTEH3UBHUAT e(DEeKT mepcucTrpa noseye ot 24 yaca, Kato
BKITIOYBA M MOCTICTHUTE 4 Yaca Mpeu CIeIBaNIOTO MPHUIOKEHHE, KAKTO MOKa3BaT aMOYIaTOPHUTE
W3MEpBaHMA HA KPBBHOTO HajsraHe. ToBa € MOTBBPCHO U OT ChOTHOLICHHETO MUHUMAITHU KbM
MaKCHUMAaJTHUA KOHIIEHTPAINH, KoeTo ¢ moctossHHo Han 80 % cnen mpuem Ha no3u oT 40 u 80 mg
TEJIMHCAPTaH MpH IUIare00 KOHTPOIUPAHN KIMHUIHH TTPOYUYBAHMSI.

Hanure e oueBuaHa TEHISHINS 32 BPb3Ka MEXKIY 103aTa U BPEMETO HA BE3CTAHOBSIBAHETO HA
0a3aJIHOTO CUCTOJHO KpbBHO HaisiraHe (SBP). B ToBa oTHOIIeHHE TaHHUTE 32 JMACTOIHO KPBBHO
Hansrane (DBP) ca HenocTosiHHU.

IIpu nanueHTy ¢ XUNepToHus TeIMHUCapTaH peaylupa U CUCTOJHOTO U IUACTOIHOTO KPBBHO
HaJsraHe Oe3 Ja TOBIHsABA ITyJicoBaTa 4ecToTa. Hannunero Ha AnypeTHyeH 1 HaTpuypeTH4eH e(exT,
KOMTO Jja JONpUHECE 32 XUIOTEH3MBHATA AKTUBHOCT Ha JIEKAPCTBEHUS IPOAYKT BCE OLIE HE €
JI0Ka3aHO. AHTHXUIEPTEH3UBHATA e(PUKACHOCT Ha TEIMUCAPTaH € CPABHUMA C Ta3U Ha IPOIYKTH,
IpEeACTaBUTENN Ha APYTU KJIACOBE AHTUXUIEPTEH3UBHHU JIEKAPCTBEHU NPOAYKTH (YCTAHOBEHA MPU
KIMHUYHY U3IMTBAaHUs, CPABHABAILM TEIMHUCAPTAH C AMJIOJUIIMH, aTEHOJION, €HAIAIIPHII,
XUJPOXJIOPOTUA3H]] U JIU3UHOIPUI).

HpI/I BHE3AIIHO MPEKHCBAHC HA JICHEHUETO C TCIMUCAPTAH KPbBHOTO HAJAATAaHE IMTOCTCIICHHO C€ BPbIIa
J10 CTOMHOCTHUTE npeau JCYCHUETO, 3a N€pruoa OT HAKOJIKO JHHU 0e3 JaHHH 3a pe6ayHL[ XUIICPTOHUH.

Cﬂy‘{aI/ITe Ha CyXa KalllJIula ca 3HAYUTCIIHO IMO-MaJIKO IIPU MAallUCHTHU, TPETUPAHU C TCIMHUCAPTAH,
OTKOJIKOTO IIPpH TaKWBA, HAa KOUTO Ca JaBaHU I/IHXI/I6I/ITOpI/I Ha aHT'MOTCH3WH KOHBEPTHUPpAIIUA CH3UM B
KIIMHUYHH IIPOYYBaHUs, JUPEKTHO CpaBHABAIIN JABETC aHTUXUIICPTCH3UBHU JICUCHUS.

CBpaeyHOCHI0BA TPODUIAKTHKA

ONTARGET (IIpogpmkaBamio ¥ B MOMEHTA TI00aTHO MTPOyYBaHE HA TEIMUCAPTAH CAMOCTOSATEHO U
B KOMOMHAIHSI C PAMHIIPWII C KpaifHa TOYKa) CpaBHABA e(DEKTUTE HA TCIMHCAPTAH, PAMHIIPII U
KOMOMHAITUATA OT TEJIMACAPTaH M PAMUIIPHI BBPXY ChPICYHOCHIOBUTE PE3YNITATH MpH 25 620
MAalMeHTH Ha BB3PACT 55 roJMHU W MO-Bb3PACTHH C aHAMHE3a 3a KOPOHApHA apTepHaIHa 0oJecT,
MO3BYEH HHCYIT, IIPEXO0JCH NCXEMUYEH IPHUCTHII, epruepHO apTepHaIHo 3200 sIBaHE HIIH 3aXapeH
111/1a6eT THUII 2, CBIIBTCTBAH C MJaHHH 3a YBPCKIAAHC Ha OPraHUTEC (KaTO peTUHONAaTHUA, JICBOKaMEpHa
XHIIEPTPOQUS, MAKPO- WIH MHUKPOATOYMUHYPHS), KOUTO Ca TOMYJIAlKs C PUCK OT Bh3HUKBAHE HA
CHPACYHOCHI0BH MHIUACHTH.
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[NanmeHTHTE Ca paHAOMU3UPAHU KbM €IHA OT CIICTHUTE TPU TPYIIN Ha JieueHue: Tenmucaprad 80 mg
(n=8 542), pamumpun 10 mg (n=8 576) unu komOUHaLUATA OT TeMucapTad 80 mg ¥ paMHUIIPHIT
10 mg (n=8 502), ¢ mocneaBamo cpeaIHo BpeMe Ha MpociiesaBaHe 4,5 roauHu.

TenMmucapTan OKa3Ba CXOJCH €(PEKT C PAaMUTIPIII TIPH HaMaJsIBAHE Ha ITbPBHYHATA ChCTAaBHA KpaliHa
TOYKA OT CHPACYHOCHA0BA CMBPT, HehaTaleH HH(apKT Ha MHOKapaa, HedaTaleH MO3bYEH HHCYIT
WM XOCTIUTATIN3AIHs TOPaJn 3aCTOWHA ChpACYHA HEOCTAThYHOCT. YecToTaTa Ha IbpBUYHATA
KpaifHa TOYKa € CXOIHa B TpymnuTe Ha TeamucapTa (16,7%) u pamumpun (16,5%). KoepunueHTsT Ha
PUCK 3a TenmucapTa cipsamo pamurpui e 1,01 (97,5% AN 0,93 — 1,10; p (He mo-ronsma
e¢pukacuaoct) = 0,0019 npu rpanuna 1,13). [IpoieHTHT Ha CITyYauTe Ha CMBPTHOCT IO BCSIKA IPUYAHA
e cpoTBeTHO 11,6% u 11,8% cpen manuenTure, JeKyBaHU ¢ TEAMHUCAPTaH U PaMHUIIPHUIL

YcTaHOBEHO €, 4e e(heKTHBHOCTTA Ha TEIMUCAPTAH € CXOJIHA C Ta3W Ha PAMHUITPHJI MPH MPEIBAPUTETHO
ompejieNieHaTa BTOpHYHA KpaifHa TOYKa OT ChPACYHOCHI0BA CMBPT, HedaTaieH HHPAPKT Ha MHOKap/ia
u HedaraneH Mo3bueH uHeynT [0,99 (97,5% AU 0,90 — 1,08; p (He mo-ronsama epUKacHOCT) =
0,0004)], mppBHUYHATa KpaiiHa Touka B pedepertHoTo npoyuBane HOPE (Ilpoy4BaHe 3a omeHka Ha
CBPCYHUTE PE3YJITATH MPH NPOPHUIAKTHKA), KOSTO IMPOyUBa eheKTa Ha PAaMUTIPUIT CIIPSIMO IITaIe00.

[Mpoyusanero TRANSCEND pannoMusupa naiueHTn ¢ HemoHocuMocT KbM ACE uHXuOUTOpH, ChC
CXOJIHH KpHUTepHH 3a BKItouBaHe kato npoyuBaHeto ONTARGET, Ha renmucaptan 80 mg (n=2 954)
i miane6o (n=2 972), kato U [BaTa ce MpWiIarat B JOIMBIHEHNE KbM CTAaHIAPTHHUTE TPHIKH.

CpenHaTta NpOABIKUTENHOCT Ha MpociesBaHe € 4 roquHu u § mecena. He ce oTkpuBa
CTaTUCTUYECKHU 3HAYMMAa pa3iiiKa B YeCTOTaTa Ha MbPBHUYHATA CHCTaBHA KpaifHa TOUKa
(cBpAEYHOCHIOBA CMBPT, HedaTasieH HHPAPKT Ha MUOKap/aa, HedaTalneH MO3bUCH HHCYIT WIH
XOCIIUTAI3ANMs OPaan 3aCTOIHA ChpieuHa HenocTaTbuHocT) [15,7% B rpynara Ha TeJIMHCApTaH U
17,0% B rpymnaTa Ha marebo ¢ koepunuent Ha puck 0,92 (95 % AU 0,81 — 1,05; p = 0,22)]. Ima
JTaHHU 3a [0J13aTa Ha TeJIMUCApTaH B CPaBHEHHE C ITale0o0 Mpu NpeIBapuTeIHO OlpeiesieHaTa
BTOpPHYHA CHCTaBHA KpaifHa TOUKa OT ChPACYHOCHI0BA CMBPT, HedaTareH HHPapKT Ha MUOKApIa U
Hedaraned Mo3pueH HHCYAT [0,87 (95% AU 0,76 — 1,00; p = 0.048). Hsama nanxu 3a nonsa npu
ChPJEUYHOCHA0BAa CMBPTHOCT (KoeduuueHT Ha puck 1,03, 95% AU 0,85 — 1,24).

Kanummna u anrroenem ce cho0IaBaT mo-psjaKko Npy MAIMeHTH, JeKYBaHU C TEIMUCAPTaH, OTKOJIKOTO
MIPH MAIMEHTH, JICKYBaHU C PAaMUIIPHJI, JIOKATO XUIIOTOHUS C€ ChOOIIaBa MO-UYECTO MPU TEIMUCAPTAH.

KomOuHMpaHeTo Ha TeJIMHUCAPTaH C paMUIIPHII HE YBEIUYaBa M0Ji3aTa CIpsiMO PAMUTIPHIT HITH
TeJIMHUCApTaH caMoCTOATeNHO. ChpaeUHOCHAOBAaTa CMBPTHOCT U CMBPTHOCTTA 10 BCSIKA MPUYKHA,
KaTO YMCJICHO M3pakeHHE, Ca I0-BUCOKH IpH KoMOnHanusaTa. OCBEeH TOBa MMa 3HAYUMO I10-BUCOKa
YecTOoTa Ha XUlepKajarneMus, ObOpedHa HeJOCTaTbYHOCT, XUIIOTOHUS M CHHKOII B TpyTiaTa C
koMmOuHarusTa. [lopany Ta3u npuymnHa, eJHOBpEMEHHATA YIOTpeOa Ha TeIMUCAPTaH M PAMUIIPHIT HE
ce IPEernopbyBa MPU Ta3H MOMyJIaIus.

B mpoyuBaneto “TIpodunaktiueH pexxuM 3a epeKTHBHO TPETa3BaHe OT TOBTOPEH MO3bYCH UHCYNT
("Prevention Regimen For Effectively avoiding Second Strokes" (PRoFESS) npu nauuenTu Ha 50
TOAWHY WK N0-Bha3pacTHH, KOUTO HACKOPO ca TOyYMIIN MO3BUCH HHCYIT ce 3a0els13Ba IMOBUIIICHA
4ecTOTa Ha Bb3HMKBAHE HA CETICUC MPH TEIMHUCApTaH B cpaBHeHHE ¢ marnebo, 0,70% cnpsmo 0,49%
[RR 1,43 (95 % noseputenen untepsan 1,00 —2,06)]; yecToTara Ha B3HUKBAaHE Ha CEIICUC C (aTaieH
W3XO0JI € TTOBUIICHA ITPH NalMeHTUTE, preMarny trenmucaprtad (0,33 %) crpsaMo manueHTuTe Ha
wiane6o (0,16 %) [RR 2,07 (95 % nosepurenen unrepsai 1,14 — 3,76)]. HabnrogapanaTta noBuiieHa
94eCTOTa HAa BE3HUKBAHE Ha CETICUC, CBBbP3aHa ¢ yroTpedaTa Ha TEIMHCAPTaH MOXKE J1a € CITyJaifHO
OTKPHTA WM Ja € CBhp3aHa C MEXaHU3bM, KOWTO € HEMO3HAT 32 MOMCHTA.

JIBe ronmemu panmomusupan kontposmpann npoydBanus — ONTARGET (ONgoing Telmisartan
Alone and in combination with Ramipril Global Endpoint Trial - Tekymio riiobaiHo U3NUTBaHE 3a
KpaiiHM TOYKH Ha TeJIMHUCAPTaH, CAMOCTOSITETHO U B KoMOuHaius ¢ pamutipuwi) 1 VA NEPHRON-D
(Ksmmanaao mpoydBaHe CBBP3aHO C pa3BUTHE HA He(pomaTHs pu 1uadeT, IpOBEICHO OT
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MHUHHCTEPCTBO IO BBIIPOCHUTE Ha BETEPaHNUTE) — MPOy4IBaT ynoTpedaTa Ha komOuHarmsTa o ACE
MHXUOUTOP U aHruoreH3uH [I-perienTopen Oio0kep.

ONTARGET e npoyuBane, MpoBeIeHO MPHY MAIUEHTH ¢ aHAMHE3a 32 ChPACYHOCHI0BA WIIN
MO3BYHOCHA0BA OOJIECT, WIH 3aXapeH AUadeT TUI 2, IPUAPYKEHHU C JaHHU 32 YBpPEXKIaHE Ha
edexropuu opranu. VA NEPHRON-D e mpoyuBane npu nanueHTH ChC 3aXapeH JHadeT TUI 2 ’
nuaberHa HedpomaTus.

Te3u npoyuBaHUsI HE MOKA3BaT 3HAUUM OJIaronpHaTeH e(eKT BbpXy OBOpeUHHUTE H/MUIN
CBhPAEYHOCHAOBUTE MOCIEAULN U CMBPTHOCT, KaTO CHIIEBPEMEHHO ca HaOJt01aBaHu MOBUILIEH PUCK
0T XUIIEPKAIMEMHsI, OCTPO YBpEXKIaHe Ha ObOpenrTe W/MIN XUIIOTOHUS B CPABHEHHE C
MoHoTepanusiTa. Kato ce umar npeiBuja cXoJHUTe UM (papMaKOAUMHAMUYHU CBOICTBA, TE€3U PE3YyNTaTH
ca npwioxkuMu 1 3a Apyrd ACE naxuOuTopH 1 anruoteH3uH [I-penentopHu Giiokepy.

ACE unxuburopu u anruotreHsu lI-penentopHu O1okepu ciaeoBaTeTHO HE TPsiOBa 1a ce U3M0NI3BAT
€THOBPEMEHHO ITpH MAIMeHTH ¢ JrabeTHa HepomaTusl.

ALTITUDE (KnuHNYHO mpoy4BaHe MPOBEACHO C AIMCKUPEH NPU NAIIMESHTH ChC 3aXapeH AMa0eT TUI
2 ¢ U3MO0JI3BaHE HA ChPACYHOCHIOBU U OBOpEeUHNU 3a00JsIBaHUS KAaTO KpaifHU TOUKN) € IPOyYBaHe,
MpeIHa3HaueHO J1a H3CIeBa [oJI3aTa OT TOO0ABSHETO Ha alIUCKUPEeH KbM cTaHmapTHa Tepamist ¢ ACE
MHXUOUTOP WM aHrnoTeH3HH lI-penenTopen OloKep MpH MAMEHTH ChC 3axXapeH AHa0eT THII 2 U
XPOHHYHO OBOpedHO 3a0019BaHe, ChbPICYHOCHA0BO 3a00IsiBaHe WK H aBere. [IpoyuBanero e
MIPEKPATEHO MPEKAESBPEMEHHO MTOPaIH ITOBUIIEH PUCK OT HeOmaronpusaTHy nocieauny. Kakro
CBPACYHOCHA0BATA CMBPT, TaKa U HHCYJITHT Ca M0-4ECTU B IpyIaTa Ha alUCKUPEH, OTKOJIKOTO B
rpynara Ha mianedo, a mpeJCTaBlIsABalIUTe HHTEPEC HeXKeJTaHU ChbOUTHS U CEpUO3HU HEXETaHU
CHOUTHS (XUIEPKATHEMUS, XUTIOTOHUS U ObOpeuHa TMCHYHKIHA) ce ChOOIaBaT Mmo-4ecTo B rpymnara
Ha alTUCKUPEH, OTKOJIKOTO B Ipymnara Ha Imianeto.

IleguaTpryHa momyJiaius
BezonacHoCTTa M e(hrKacHOCTTA HA TEIIMUCAPTaH MPH Jella U IOHOIIN Ha Bh3PacT MoA 18 roauHu He
ca yCTaHOBEHHU.

EdexrnTe Ha mOHMKaBaHe HA KPBBHOTO HAIITaHE OT ABE JO3HU TEIMHUCAPTaH ca OICHSBAHU MIPU

76 ManMEeHTH C XUNIEPTOHUS, MPETUMHO C HAAHOPMEHO TErJI0, Ha BB3pacT OT 6 1o < 18 ronunu
(tenecHo terno > 20 kg u < 120 kg, cpeano 74,6 kg) cnen npuem Ha Tenmucaptas 1 mg/kg (n =29
nexyBann) wid 2 mg/kg (n = 31 nekyBaHH) 3a IEpPHUOJ Ha JICUCHUE OT YSTHPH ceaAMHIH. [Ipn
BKJIIOUBAHC B U3CJICABAHCTO HAJIMYUETO HA BTOPpUYHA XHUIIEPTOHHA HE € IIPOYUYBAHO. HpI/I HSAKOH OT
u3cJeIBaHuTe MAaUeHTH, U3M0I3BaHUTE 03U ca OWIIM MO-BUCOKHU OT TE€3H, IPENOPbUBaHU 32 JICUEHUE
Ha XHUIIEPTOHUS IIPH BBH3PACTHATA HOMYJIALHs, KaTO Ca JOCTUTAIN JHEBHA 1032, ChH3MEpPHMa ChC

160 mg, xosiTo € mpoyuyBaHa Mpu Bb3pacTHU. Clie]] KOpUrupaHe 3a eekTu Ha Bb3pacToBaTa rpyna,
cpenHo npomenure Ha CAH cnpsMo u3xonHuTe cToHOCTH (MMbpBUYHA Len) ca -14,5 (1,7) mm Hg B
rpymnara Ha tenMucapras 2 mg/kg, -9,7(1,7) mm Hg B rpynara Ha Tenmucaptan 1 mg/kg u -6,0 (2,4) B
wiane6o rpynata. Kopurupanure npomenu B JJAH ot u3xoaHurte HUBa ca ChOTBETHO -8,4

(1,5 mm Hg, -4,5 (1,6) mm Hg u -3,5 (2,1) mm Hg. [IpomenuTe ca no303aBucumu. JlaHHuUTE 32
0e30MacHOCT, OT TOBA MPOYYBaHE MPH MAUEHTH Ha BB3PacT OT 6 10 < 18 ToAMHU KaTo 1510 ca
1o1I00OHU Ha TE3U MPH Bb3pacTHU. be3omacHOCTTa IpH IBJITOCPOYHO JIEUEHUE C TEIMUCAPTaH MPU
Jleria ¥ IOHOIIN HE € OICHSBaHA.

IloBumienue Ha 6p0$[ Ha COSI/IHO(bI/IJ'II/ITe, C’BO6H_IaBaH0 IIpU Ta3u MOITyJIaluuAa MaluceHTH, HE €
YCTaHOBCHO IIPU BB3paCTHH. KnuanaaoTto MY 3HAa4YCHUEC HEC € U3BECTHO.

KnuHndHMTE NaHHN HE TI03BOJISIBAT Jja CE HANPaBH 3aKJIOYEHHE 10 OTHOIIEHNE Ha epuKkacHOCTTa U
0e30macHOCTTa Ha TEIMUCAPTaH, P NeIUaTPUYHA HOMYJIALU ¢ XUIEPTOHHUS.

5.2 ®apmakoKHHETHMYHM CBOICTBA

Abcopbums
AOGcopOIusaTa Ha TeIIMHUCAPTaH € 0bp3a, HE3aBUCHMO, Ye a0COPOUPAHOTO KOJUIECTBO BapHpa.

Cpennata a0CcoI0THA OMOHAIMYHOCT Ha TeIMHUcapTaH € okoso 50 %.
Koraro tenMucapran ce mpreMa ¢ XpaHa, peIyKIusITa Ha 00JIacTTa 1ol KpUBaTa Ila3MeHa
koH1eHTpanug-BpeMe (AUCo.) Ha TeIMUCapTaH Bapupa oT okojio 6 % (40 mg no3a) mxo okono 19 %
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(160 mg mo3a). 3 yaca cien MPUIOKEHUE IIA3MEHUTE KOHIICHTPAIX ca IOZOOHU NPH IpUeMaHe Ha
TeIMHUCApTaH Ha INIaJHO UM C XpaHa.

He ce ouakpa cnabara penykius B AUC na mpenu3Brka peayKIus B TepaneBTHUHATa e(h)UKaCHOCT.
JluHeHOCT/HeMMHEHHOCT

Hsma nuHeiiHa 3aBUCUMOCT MEXIY JA03UTE U TuIa3MeHNUTe HUBA. Cmax M B TO-Mauika cterieH AUC ce
TTOBHUIIIABAT HETIPOIIOPIIMOHAIHO TIpH 1031 Hafg 40 mg.

Pasnpenenenue
TenmMucapTan ce CBbpP3Ba B FOJIsIMa CTEICH C TUIa3MeHHuTe poTenHu (> 99,5 %), rnaBHO ¢ anOyMuH u

anda-1 kucen rmokonpoTerH. CpenHUST NPUBUICH 00eM Ha paslpe/ieieHue MPH JOCTUTaHe Ha
cTannoHapHO cbeTostHIE (Viss) € okomo 500 1.

Bbuotpanchopmaius
TenMucapran ce MeTabOIU3Mpa Ype3 CBbP3BaHEe Ha OCHOBHOTO BEILIECTBO ¢ MIOKYpoHu. He e
HabmoaBana (hapMaKoJIOTHYHa aKTUBHOCT Ha KOHIOTATHTE.

Eanmunupane
TenMucapTaH ce xapakTepusupa ¢ OMeKCroHeHIIMaIHa OTcadBama GapMakKOKUHETHKA C TEPMHUHAJICH

SIMMHUHAIIOHEH TOTY>KUBOT > 20 yaca. MakcumannaTa rrazMeHa KOHIEHTPAus (Cmax) U B ITO-MaJIKa
cTerneH o0acTTa 1Mo KpuBaTa riasMeHa KonmeHntpanus-speme (AUC) ce moBuinasa
HETPOMOPIIMOHANHO Ha Jo3aTa. HsiMa TaHHM 33 KIMHUYECKH 3HAYUMa aKyMyJIalus Ha TeJIMUCAPTaH,
NpPHUET B IPEnopbYBaHuTe J03U. [1a3MeHHUTEe KOHIIEHTPAILIUH Ca TI0-BUCOKH TIPH KEHU, OTKOJIKOTO MPH
MBXe, 0€3 TOBa J]a € CBbP3aHO C BIHUAHUE BBPXY e€(PUKACHOCTTA.

Cren nepopaiHo (M HHTPABEHO3HO) MPHIIOKEHUE TEJIMUCAPTAH Ce eKCKPETHPA MOYTH U3IISLIO C
(bexamuute, rIaBHO KaTO HEMPOMEHEHO cheauneHne. Kymynarusnara ypuHapaa exckperus € <1 % ot
no3ara. Totamausar mwia3meH KmpbHC (Clot) € Bucok (okomo 1 000 ml/min), cpaBHEH ¢ YepHOAPOOHUS
KpbBeH MOTOK (0kosio 1 500 ml/min).

Cneyuannu nonyrayuu

leauarpuyHa nonyianus

dapMakOKMHETHKATa Ha ABE JO3HU TEIMHUCAPTaH € OLCHsIBaHAa KaTO BTOPUYHA IIeTI TPH IALlUeHTH C
xunepToHus (n = 57), Ha BB3pacT ot 6 10 < 18 rogunum cien npuem Ha Tenmucaptad 1 mg/kg wim
2 mg/kg 3a mepuox Ha JCYCHNE OT YeTUPU ceaMHUI. DapMaKOKUHETHIHHUTE [T BKITIOUYBAT
oTIpefeNsTHe Ha CTAlMOHAPHOTO CHCTOSHIE HAa TEIMHUCAPTAaH IPH JIEIa ¥ IOHOIIH, ¥ IPOyYBaHe Ha
pa3iIuuusTa, CBbP3aHU C Bb3pacTTa. Burpeku, ye npoyuBaHeTo € OMII0 MHOTO MaJIKO 3a 3HaYMMa
OlleHKa Ha (papMaKOKMHETHKATa IIPH Jena 1Mo 12 TOAWHH, pe3yATaTUTE B IIOBEYETO CIIyJau ca B
CBHOTBETCTBHE C HAXOJKUTE NP BH3PACTHU U MOTBBPKIABAT HEJIMHEHHOCTTA Ha TEIMUCAPTAaH,
0co0eHo 110 oTHOIIEHHE Ha Crnax.

IlomoBa O6VCJ'IOBCHOCT
Ha6J’IIO,E[aBaHI/I Ca MOJIOBU pas3In4us B INIA3BMCHUTC KOHICHTpPAIIUU. Cmax 1 AUC ¢hOTBETHO OKOJIO 3 U
2 IIbTH TI0-BUCOKH IpU )KEHUTE, CPABHEHU C TE3U ITPU MBIKETE.

Crapuecka Bb3pacT
dapMaKkOKWHETHKATA Ha TEIMUCAPTaH HE Ce pa3inyaBa MEeKIy MAallMEeHTH B CTapyecka Bb3pacT U Te3H,
IO-MJIaay OT 65 TOAUHU.

BrOpeunn yBpexx1aHus

[Ipu manueHTy ¢ JeKU 10 YMEPEHH U TSKKH YBPEXKIaHUS Ha ObOpedYHaTa (DYHKIHS ce HabJlto1aBa
yABOsIBaHE HA TUIA3MEHUTE KOHIleHTparmu. HabromaBat ce mo-HUCKH MIa3MEHH KOHIICHTPAIMA TIPU
MaIeHTH ¢ ObOpeYHa HEeJOCTATHYHOCT, TTOIOKEHN Ha quanu3a. [Ipu 6omHu ¢ Ob0peyHa
HEJI0CTaTHYHOCT TEIIMUCAPTAH CE€ CBHP3Ba B TOJISIMA CTETICH C MJIa3MEHUTE MPOTEHHHN W HE MOXE Ja
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Obe oTAeseH pH auanu3a. [Ipu nanneHTn ¢ 6b0peUHN yBPEKIAHUS STUMUHAMOHHUAT ITOTYKHBOT
HE € MPOMEHEH.

YepHoapoOHU YBPEKIAHUS

dapMaKOKHHETHYHHUTE TPOYYBAHHS MTPH MAIIMEHTH ¢ YSPHOIPOOHN YBPEKIAHHS TOKA3BAT
MoBUINIaBaHe Ha abcooTHaTa OMOHATUYHOCT 70 okosio 100 %. IIpu mamueHTH ¢ 4epHOAPOOHH
YBpEKIAHUS STMMUHAIMOHHUSAT TTOJTY)KUBOT HE € IPOMEHEH.

5.3 IlpeakIMHUYHH JAHHH 32 0€30MACHOCT

[Mpy npenKIMHUYHY TPOYIBaHUS 38 O€30IaCHOCT, JO3H, CPABHIUMH C TE3U B KIMHUIHUS
TepaneBTUYCH JAMAIa30H, ca MPEAU3BUKAIM HAMAIsIBAHE HA MapaMeTpUTE Ha YEPBEHUTE KPHBHU
KJIICTKU (EPUTPOLUTH, XEMOTIIOOHH, XeMaTOKPHT), IPOMEHH B OBOpeYHaTa XeMOTUHAMUKA (TIOBUILICHO
HHUBO Ha a30T B KPHBTA M KPEATHHIH), KAKTO ¥ OBHUIIICH KaJMH B cepyMa Ha HOPMOTEH3UBHU
>KuBOTHHU. [Ipu Kyuera ca HaOmoaBaHu 0b0peyHa TyOynapHa auiaranus u atpodus. [Ipu mrpxose U
KydeTa € 0TOeIsI3aHo ChIo YBpeKJaHe Ha CTOMAITHATa MyKo3a (€po3Ws, SI3BU WIH Bb3majeHue). Te3n
(hapMaKoJIOTUYHO METMUPAHU HEXKEIIAaH! JICKAPCTBEHU PEaKIUK, U3BECTHH OT MPEIKIMHUYHUTE
MPOYYBaHUs ¢ UHXUOUTOPU Ha aHTMOTEH3MH KOHBEPTUPALIMS €H3UM U aHTarOHUCTU Ha aHTMOTEH3HH
II penrenitopa, ca mpeAOTBpaTEHH Ype3 MepopaIHo JoOaBsHE Ha (PU3NOJIOTHICH pa3TBOP.

[Tpu nBaTa BMAA )KUBOTHH ca HAOIIOIaBaHW TIOBUILICHA aKTHBHOCT Ha TUIA3MEHUS PSHUH U
XUNEPTPOPUst/Xuneprurazus Ha ObOPEUHUTE FOKCTATTIOMEPYJTHUTE KIETKH. Te3u mMpoMeHH, KOUTO ca
CBIIO ¥ e(eKT HA MHXUOUTOPUTE HA AHTMOTCH3UH KOHBEPTUPAIIIXS CH3UM M Ha JPYTH aHTUOTeH3uH 1
pELEeNTOPHU aHTATOHKCTH, HAMAT KIMHHYHA 3HAYUMOCT.

Hsma sicHu manHu 3a TepaToreHeH e(heKT, BIPEKH TOBA IIPH TOKCHYHU T030BH HHUBA HA TEIMUCAPTaH
e HaOmogaBaH e(heKT BHPXY IMOCTHATAHOTO pPa3BUTHE Ha TIOTOMCTBOTO, KaTO TIO-HICKO TEIECHO
TErJyo U 3a0aBEHO OTBapsSHE HA OYUTE.

Hsma manHu 3a MyTareHHa M CbOTBETHA KIIACTOT€HHA aKTHBHOCT IIPH U3IUTBAHUS i Vitro U 3a
KapIUHOTEHHOCT MPU TUIHXOBE M MUIIIKH.

6. DOAPMAILEBTUYHU JAHHHU

6.1 Chnucbk HA NOMOUIHUTE BelleCTBA

[Mosunon (K30)

MernymuH

Hatpue xuapokcu

JlakTo3a MOHOXHpAT

Copouton (E420)

Marnesunes creapat

6.2 HecbBmMecTUMOCTH

Henpunoxxumo.

6.3 Cpok Ha roaHocT

3 roguHU.

6.4 CroenuajHu yCJIOBHS HA CbXpPaHeHUe

Ja ne ce cvxpanssa Hag 30°C.
Jla ce chxpaHsiBa B OpUTHHAIHATA OTIAKOBKA 3a JIa ce MPEea3y OT CBETIIMHA.

32



6.5 Bujau JaHHM HA ONMMAKOBKATA

OPA/A1/PVC Al 6muctep. Beekn 6muctep chabpika 7 ninm 10 TabneTky.
Tl'onemuna Ha onakoBkure: 14, 28, 30, 56, 84, 90, 98 u 100 TabneTku B KyTHs.
He Bcuuku BUOBE OMaKOBKH MOraT Jia ObIaT IMyCHATH Ha Mma3apa.

6.6 Crnenuajanu npeanasHu MepKH NP U3XBbPJIsiHe U padoTa

Hsama cneruaniay n3uCcKBaHMSL.

7. INPUTEXATEJI HA PASPEIIEHHUETO 3A YIIOTPEBA

KRKA, d.d., Novo mesto, §marje§ka cesta 6, 8501 Novo mesto, CiioBeHust

8. HOMEP(A) HA PABPEHIEHUETO 3A YIIOTPEBA

14 tabnerku: EU/1/10/632/015
28 Tabnerku: EU/1/10/632/016
30 ra6ierkn: EU/1/10/632/017
56 tabnerku: EU/1/10/632/018
84 tabnerxkn: EU/1/10/632/019
90 ta6nerku: EU/1/10/632/020
98 tabmerku: EU/1/10/632/021
100 tabnerku: EU/1/10/632/024

9. JATA HA ITbPBO PASPEINABAHE/IIOJHOBABAHE HA PASPEIHIEHUETO 3A
YIIOTPEBA

Jlata Ha TBpBO pa3pemaBaHe 3a ynotpeda: 04 roun 2010
[Jara Ha nmocneaHo noaHoBsiBaHe: 19 mapt 2015

10. JATA HA AKTYAJIM3UPAHE HA TEKCTA

[Tonpo6Ha nHbOpMaIHs 3a TO3M JIEKapCTBEH NMPOYKT € peocTaBeHa Ha yeb caiita Ha EBponeiickara
areHnus 1o JekapcTaara http://www.ema.europa.eu.
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INPUJIOKEHMUE II

IMPOU3BOAUTEJI(M), OTTOBOPEH/OTT'OBOPHHU 3A
OCBOBOXKJIABAHE HA ITAPTHU U

YCJIOBUA UK OT'PAHUYEHUA 3A JOCTABKA U YIIOTPEBA

APYI' YCJIOBUSA U UBUCKBAHUSA HA PASPEHIEHUETO 3A
YIIOTPEBA

YCJIOBUA UJIK OTPAHUYEHNSA 3A BE3OITACHA U EOEKTUBHA
YIHOTPEBA HA JIEKAPCTBEHUSA ITIPOAYKT
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A. TTPOU3BOJUTEJI(M) OTTOBOPHU 3A OCBOBOXJIABAHE HA ITAPTUIU

HMwme 1 aapec Ha IPOU3BOAUTEINTE, OTTOBOPHU 3a OCBO60)KI[aBaHC Ha NapTUANUTC

KRKA, d.d., Novo mesto
Smarjeska cesta 6

8501 Novo mesto
CroBeHHs

KRKA-POLSKA Sp. z 0.0.
ul. Réwnolegta 5

02-235 Warszawa

Tlomma

TAD Pharma GmbH

Heinz-Lohmann-Strafle 5

27472 Cuxhaven

Iepmanns

[TeyaTHaTa TUCTOBKA Ha JICKApPCTBEHUS MPOIYKT TPSIOBa Jia ChIIbpxkKa UMETO U ajipeca Ha
MPOM3BONTEIS, OTTOBOPEH 32 OCBOOOXKIABAHETO Ha ChOTBETHATA MAPTHU/IA.

b. YCJIOBHUS NI OT'PAHUYEHUSA 3A TOCTABKA U YIIOTPEBA

JlekapCTBEHHAT MPOIYKT CE OTIYCKa IO JIEKApPCKO MPEIIHICaHUE.

B. JPYI'M YCJIOBUS U U3NCKBAHMUS HA PASPEHIEHUETO 3A YIIOTPEBA

° [NepuoauyHu akTyaau3upaHu Aokaaam 3a 6ezonacuoct (ITAIB)

[IputexarensT Ha pa3pelieHueTo 3a yrnorpeba TpsoBa na mogasa [TAJIb 3a To3u NPOAYKT CHIITACHO
M3UCKBAHMATA, TIOCOUYEHH B CIIMCHKA ¢ pedeperTHHTe naT Ha EBponeiickus cpro3 (EURD cnncek),
npensuieH B wi. 1078, an. 7 ot JJupexrusa 2001/83/EO u myOnukyBaH Ha eBporeiickus yeornoprain 3a

JIeKapCTBa.

. YCJIOBUA NJIU OTPAHUYEHHA 3A BE3OITACHA U EOEKTUBHA
YHOTPEBA HA JIEKAPCTBEHUSA ITPOAYKT

. IInan 3a ynpaBienue Ha pucka (ITYP)

Henpumnoxumo.
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INPUJIOKEHMUE II1

JAHHHU BBPXY OIIAKOBKATA U JINCTOBKA
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A. JAHHHU BBPXY OITAKOBKATA
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JAHHU, KOUTO TPABBA JJA CbAbPKA BTOPUYHATA OITAKOBKA

KAPTOH/KYTUSA

1. HNME HA JIEKAPCTBEHUSA INTPOAYKT

Tolura 40 mg TabneTkn

TeJIMHCapTaH

2. OBABABAHE HA AKTUBHOTOMTE) BEHIECTBO(A)

Bceska tabnetka cpabpika 40 mg TenMucapraH.

3. CIIICBK HA TIOMOIIHUTE BEIIECTBA

Crabppika j1akTo3a MoHoXuapat, copourton (E420) u np. 3a moBede nHbopMaIys, BUXKTE JIUCTOBKATA.

4. JIEKAPCTBEHA ®OPMA N KOJIMYECTBO B EJIHA OITAKOBKA

TabneTKa

14 TabneTku
28 TabmeTkn
30 TabneTKn
56 TabaeTKu
84 tabneTkn
90 TabneTKH
98 TabneTkn
100 TabneTkn

5. HAYUH HA TPUJIATAHE U ITbT(MIIA) HA BBBEXKJIAHE

3a mepoIagHo MPHIIOKEHHE.
Ipenu ynorpeda npoyereTe JTUCTOBKATA.

6. CHENMAJIHO NPEAYNPEK/IEHUE, YE JJEKAPCTBEHUSAT TPOIYKT TPABBA
JIA CE CBXPAHSIBA HA MSICTO JAJIEYE OT MOTJIEJA M IOCET'A HA JEIA

Jla ce chxpaHsaBa Ha MSCTO, HEAOCTBITHO 3a JIEIla.

‘ 7. JAPYI'U CIIEHUAJIHU NPEAYITPEXKXKJIEHUSA,AKO E HEOBXOJIUMO

‘ 8. JATA HA U3TNYAHE HA CPOKA HA 'OJHOCT

T'oxmen no:
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‘ 9. CIIEIINAJIHHA YCJIOBUA HA CbXPAHEHUE

Ha ne ce cpxpansBa Haa 30°C.
[a ce cpxpaHsaBa B OpUTHHATHATA OMIAKOBKA, 32 Ja CE MPEaIa3y OT CBETIIHHA.

10. CIIEOUAJIHU NPEAIIAZHU MEPKU ITPU U3XBBPJISIHE HA HEU3ITIOJI3BBAHA
YACT OT JIEKAPCTBEHUTE ITPOAYKTHU NN OTHAABYHU MATEPUAJIA OT
TAX, AKO CE UBUCKBAT TAKHUBA

11. HME U AJIPEC HA ITIPUTEXATEJIA HA PASPEHIEHUETO 3A YIIOTPEBA

KRKA, d.d., Novo mesto, Smarje§ka cesta 6, 8501 Novo mesto, CiioBeHus

12. HOMEP(A) HA PABPEHIEHUETO 3A YIIOTPEBA

14 Tabmerkn: EU/1/10/632/008
28 tabnerku: EU/1/10/632/009
30 Tabmerkm: EU/1/10/632/010
56 tabnerku: EU/1/10/632/011
84 tadmerkn: EU/1/10/632/012
90 tabnerku: EU/1/10/632/013
98 tabmerku: EU/1/10/632/014
100 tabnerku: EU/1/10/632/023

13. HAPTHUJAEH HOMEP

ITapt. Ne

‘ 14. HAYMH HA OTITYCKAHE

‘ 15. YKA3AHUNS 3A YIIOTPEBA

‘ 16. HWH®OPMAIIAA HA BPAHJIOBA A3BYKA

Tolura 40 mg

‘ 17. YHHUKAJIEH UWAEHTUD®UKATOP — JIBYU3MEPEH BAPKO/|

JByusmepeH 0apKoJ ¢ BKIIOYEH YHUKAJICH HICHTU(PHKATOP

‘ 18. YHUKAJIEH UWAEHTUD®UKATOP — JAHHU 3A YETEHE OT XOPA

<PC
SN
NN>
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MUHUMYM JAHHH, KOUTO TPABBA JJA CbABPXAT BJIIMCTEPUTE

BJINCTEP/OPA/AI/PVC Al

| 1. HUME HA JIEKAPCTBEHUSA ITPOAYKT

Tolura 40 mg TabneTku

TeJIMUCAPTAH

| 2. HNME HA ITPUTEXATEJIS HA PASPEIHIEHUETO 3A YIIOTPEBA

KRKA

[3. JTATA HA UI3TUYAHE HA CPOKA HA TOJHOCT

EXP

| 4. HNAPTUAEH HOMEP

Lot

5.  JIPYIO

Camo Ha OIUCTEepHUTe, ChIBPIKAIIH 7 TAOJICTKH
IIH
BT
cp
uT
IIT
cO
HI
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JAHHU, KOUTO TPABBA JJA CbAbPKA BTOPUYHATA OITAKOBKA

KAPTOH/KYTUSA

1. HNME HA JIEKAPCTBEHUSA INTPOAYKT

Tolura 80 mg TabneTkn

TeJIMHCapTaH

2. OBABABAHE HA AKTUBHOTOMTE) BEHIECTBO(A)

Bceska tabnetka chabpika 80 mg TenMucapraH.

3. CIIICBK HA TIOMOIIHUTE BEIIECTBA

Crabpprka 1akTo3a MoHoxuapat, copourton (E420) u np. 3a moBeue nHpopMaIvsi, BUXKTE JIMCTOBKATA.

4. JIEKAPCTBEHA ®OPMA N KOJIMYECTBO B EJIHA OITAKOBKA

TabneTKa

14 TabneTku
28 TabmeTkn
30 TabneTKn
56 TabaeTKu
84 tabneTkn
90 TabneTKH
98 TabneTkn
100 TabneTkn

5. HAYUH HA TPUJIATAHE U ITbT(MIIA) HA BBBEXKJIAHE

3a mepoIaaHo MPHIOKEHHE.
Ipenu ynorpeda npoyereTe JTUCTOBKATA.

6. CHENMAJIHO NPEAYNPEK/IEHUE, YE JJEKAPCTBEHUSAT TPOIYKT TPABBA
JIA CE CBXPAHSIBA HA MSICTO JAJIEYE OT MOTJIEJA M IOCET'A HA JEIA

Jla ce chxpaHsaBa Ha MSCTO, HEIOCTBITHO 32 JIEIla.

‘ 7. JAPYI'U CIIEHUAJIHU NPEAYHPEXKJIEHUA,AKO E HEOBXOJIUMO

‘ 8. JATA HA U3TNYAHE HA CPOKA HA 'OJHOCT

T'oxmen no:
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‘ 9. CIIEIINAJIHHA YCJIOBUA HA CbXPAHEHUE

Ha ne ce cpxpansBa Haa 30°C.
[a ce cpxpaHsaBa B OpMTHHATHATA OIIAKOBKA, 32 J1a CE MPEeNa3u OT CBETIHMHA.

10. CIEOUAJIHU NPEAITAZHU MEPKMU ITPU N3XBBPJISIHE HA HEU3ITOJI3BAHA
YACT OT JIEKAPCTBEHUTE ITPOAYKTHU NN OTHAABYHU MATEPUAJIA OT
TAX, AKO CE UBUCKBAT TAKHUBA

11. HME U AJIPEC HA ITIPUTEXATEJIA HA PASPEHIEHUETO 3A YIIOTPEBA

KRKA, d.d., Novo mesto, gmarjeéka cesta 6, 8501 Novo mesto, CnoBenus

12. HOMEP(A) HA PABPEHIEHUETO 3A YIIOTPEBA

14 Ta6merkn: EU/1/10/632/015
28 tabnerku: EU/1/10/632/016
30 Tabmerkn: EU/1/10/632/017
56 tabaerku: EU/1/10/632/018
84 tadmerkn: EU/1/10/632/019
90 tabnerku: EU/1/10/632/020
98 Tabnerku: EU/1/10/632/021
100 tabnerku: EU/1/10/632/024

13. HAPTHUJAEH HOMEP

ITapt. Ne

‘ 14. HAYMH HA OTITYCKAHE

‘ 15. YKA3AHUNS 3A YIIOTPEBA

‘ 16. HWH®OPMAIIAA HA BPAHJIOBA A3BYKA

Tolura 80 mg

‘ 17. YHHUKAJIEH UWAEHTUD®UKATOP — JIBYU3MEPEH BAPKO/|

JByusmepeH 0apKoJ ¢ BKIIIOYEH YHHKAJICH HUISHTU(PHKATOP

‘ 18. YHUKAJIEH UWAEHTUD®UKATOP — JAHHU 3A YETEHE OT XOPA

<PC
SN
NN>
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MUHUMYM JAHHH, KOUTO TPABBA JJA CbABPXAT BJIIMCTEPUTE

BJINCTEP/OPA/AI/PVC Al

| 1. HUME HA JIEKAPCTBEHUSA ITPOAYKT

Tolura 80 mg TabneTku

TeJIMUCAPTaH

| 2. HUME HA TIPUTEXATEJIA HA PASPEIIEHUETO 3A YHHOTPEBA

KRKA

[3. JATA HA UI3TUHYAHE HA CPOKA HA TOJHOCT

EXP

| 4. IHNAPTUAEH HOMEP

Lot

5. JIPYTO

Camo Ha OIUCTEepHUTE, ChIBPIKAIIH 7 TAOJICTKH
IIH
BT
cp
uT
T
cO
HI
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b. JUCTOBKA
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JlncroBka: nngopmanus 3a norpeduTesst

Tolura 40 mg TadseTkn
TeNMUcaApTaH (telmisartan)

IIpoueTeTe BHMMATEJIHO UAJIATA JUCTOBKA, IPeIM Aa 3all0YHeTe 1a IpUeMaTe TOBA JIEKAPCTBO,

Thil KaTO TH CHABPKaA BaxkHa 3a Bac nndgopmanus.

- 3amaszere Ta3u JIUCTOBKA. Moxe a ce HalO0XHU Ja s IPoYeTeTe OTHOBO.

- AKO0 MMate HAKAKBH JOIBIHUTEIHN BBIIPOCH, IONHUTalTe Bamms nexap wim gpapMariesr.

- ToBa J1ekapcTBO € NMPEANUCAHO €IUHCTBEHO U Ju4HO Ha Bac. He ro npeorcrensaiite Ha npyru
xopa. To Moxe a UM HaBpey, HE3aBUCUMO Y€ NMPHU3HALUTE Ha TAXHOTO 3a00/I5IBaHE Ca ChIIUTE
Kakto Bammure.

- AKO MOJTy4YMTe HAKAaKBU HEXEJIaHU peakiuu yBeaomere Bamms nexap win gapmarnent. Toa
BKJIIOYBA M BCUYKHU Bb3MOXKHH HEXKEJIaHU PEaKLMY, HEONMCAaHU B Ta3H JUCTOBKA. BikTe Touka
4.

KakBo chabp:ka Ta3u JUCTOBKA:

Kakso mpencrasnsBa Tolura u 3a kKakBO ce H3MOI3Ba

Kakso Tpsi0Ba na 3HaeTe, npeau aa npuemere Tolura

Kak na npuemare Tolura

BBb3M0XXHU HEXENaHU peakuu

Kak na cexpansisate Tolura

ChabpikaHue Ha OMTAaKOBKATA U JIOIBJIHATEIIHA HH(pOpMAIns

SNk L —

1. Kaxkso npeacrasassa Tolura u 3a kakBo ce H3M0J13Ba

Tolura mpuHAAIEKHN KBM IpyTaTa JeKapCTBEHH MPOIYKTH, H3BECTHU KATO PEIENTOPHHI aHTarOHICTH
Ha aHruoteHsuH lI. Aurnorensus 11 e BemecTBo, 00pazyBaHo BbB Bammms opranussm, KOeTo
IpEeAU3BUKBA CBUBAHE HA KPBBOHOCHUTE ChAOBE, KAaTO N0 TO3M HAYMH IOBUILIABA KPBBHOTO Bu
Haysrade. Tolura 6rokupa edekra Ha aHTHOTeH3UH [, Taka Ye KpbBOHOCHUTE ChJIOBE CE OTITyCKAT U
KPBBHOTO HAJISITaHE ce TIOHUXKABA.

Tolura ce u3moJ3Ba 3a JIeUCHUE HA ECCHIIMATHA XUIIEPTOHMS (BICOKO KPBFBHO HAJISTAHE) TIPH
BB3pacTHU. “EceHnuanna” o3HayaBa, 4e BUCOKOTO KPHBHO HAJSITAHE HE € MPUYHHEHO OT APYTro
3a0osaBaHe.

AKo He ce JIeKyBa, BHCOKOTO KPBBHO HaJsITaHEe MOXKE J1a YBPEIH KPHBOHOCHUTE ChJIOBE B pEIUIIA
OpraHHt, KOETO MOHSIKOTa MOKe Jia IOBEJIE 10 ChpJeueH HH(APKT, ChplieuHa WM ObOpeuHa
HEAOCTATBhYHOCT, MO3BUYCH I/IHCYJ'[T WUIJIN CJICIIOTA. O6I/IKHOBCHO HpI/I BHCOKO Kp’I)BHO HaJIsSIrTaHEC HIMa
CHUMITTOMHY IIpEIH Ja Bb3HUKHE yBpexnaHe. [lopaau ToBa € BaKHO PEIOBHO Jla CE H3MEPBa KPHBHOTO
HaIIraHe, 3a 1a Ce IMPOBEPH JaJIi TO € B HOPMAJTHU TPAHMIIH.

Tolura ce u3nmoJ3Ba chbLI0 32 HAMAJISIBAHE Ha ChPJICYHOCHJOBUTE HHLIUIACHTHU (HallpUMEp ChpACUEH
HH(APKT WIK MO3BUCH yaap) MPH BB3PACTHHU C PUCK ITOPAJN HAMAJICHO WIH IPEYCTaHOBEHO
KpBbBOCHAO IIBaHE HA CHPIIETO WM KpaKaTa, Uil MPEeThPIeIr MO3bUeH yIap, WU ¢ BUCOKOPHCKOB
nuaber. Bammst srexkap Moxe 1a Bu nHpOpMEpa, ako HMaTe OBUIIIEH PUCK OT BH3HUKBAaHE HA TAKUBA
MHIUJIEHTHU.

2. KakBo Tpsi0Ba na 3Haete npeau aa npuemMere Tolura

He npuemaiite Tolura

- aKO CTC AJICPrUu4HU KbM TCIIMHUCAPTAH WIN KbM HAKOSA OT OCTAaHAJIUTE CbCTAaBKU HAa TOBA
JeKapcTBO (M30POCHH B TOUKA 6).

- ako cre OpeMeHHa clie/l TpeTust Mecell (mo-no0pe aa n3bsreare yrnorpedbara Ha Tolura u B panHa
OpEMEHHOCT - BIXKTe Touka bpeMeHHOCT).

47



- aKo MMaTe TEXKH YePHOPOOHH MPOOIIEMH KaTo X0JIecTa3a Wil JKITbuHa 00CTpyKIus (pobiem
C IpeHaXKa Ha JKTBYKATA OT YEPHHUS APOO U HITHUHUS MEXYP) FIIH HAKAKBO JPYTO TEKKO
YepHOIPOOHO 3a00JIIBaHE.

- ako uMate nuabeT UM HapylleHa ObOpeuHa QYyHKIMS U ce JIEKyBaTe ¢ JIEKapcTBO 3a
MOHIDKaBaHe Ha KPFBHOTO HAJISTaHEe, ChABPKAIIO ATUCKUPEH.

Wndopmupaiite Bamus nexap uiam dapmaneBT npeau na npuemere Tolura, ako HKoe OT
TOPENOCOYEHNUTE ChCTOSHUS ce OTHacs 3a Bac.

Ipenynpexnenust 1 mpeInasHu MePKH

T'oBopere ¢ Baruus nekap, ako cTpajgare Wik HIKOra CTe CTPAJAH OT HAKOE OT CIISIHUTE ChCTOSHUS

WM 3a00JIIBaHUS:

- 0B0peuHo 3a00I1BaHe WK OBOpEYHA TPAHCILIAHTAITHS

- CTEHO3a Ha peHalIHaTa apTepus (CTECHsBaHe Ha KPbBOHOCHHUTE ChJIOBE HA SIMHUS WM HA J[BaTa
0b0peka)

- YepHOJIPOOHO 3a00IIsIBaHE

- ChpJICUeH MPOoOIIeM

- MOBUIIICHY HUBA HA AIJOCTEPOH (3aAbpKaHEe Ha BOJA U COIH B TSUIOTO, MPUIPYKEHO OT
JucOanaHc Ha pa3inuyHu MUHEPaid B KPbBTA)

- HHUCKO KPBBHO HaJIAraHe (XMIIOTOHMUS ), KOETO € Bh3MOXHO /1a Bh3HUKHE, aKO CTEe
JIEeXUIpaTHpaHy (IpeKoMepHa 3aryda Ha BoJa OT OpraHM3Ma) WIH aKO MUMAaTe HEJTOCTUT Ha COJIH,
HOpa/iu JICYCHHE C AUypeTHIH (00€3BOJHSBAIIY JIEKAPCTBa), IUEeTa C HUCKO ChbPIKaHUE Ha
COJI, AUAPUS HITH MTOBPBIIAHE

- MOBHIICHH HUBA HA KaJUi B KPbBTA

- nuader

I'oBopete ¢ Bamms nekap, npean aa npuemete Tolura:
- aKo MpUeMaTe TUTOKCUH
- aKo TpHeMaTe HAKOE OT CIEIHUTE JISKapCTBa, H3MOI3BAHH 32 JICYeHHE Ha BUCOKO KPBEBHO
HaJsraHe:
- ACE nuxubutop (HarmpuMmep eHananpul, JIH3UHOIPUI, PAMUIIPUIT), 0COOCHO aKO UMaTte
OBOpeYHH TTPOOIIEMH, CBBpP3aHHU C Tuadera.
- TUCKUPEH

I'oBopete ¢ Bammis nexap, ako moxyduTe KopeMHa 0oJika, TrafieHe, TOBPBINaHe WK JUAPHS CIIex
npueMm Ha Tolura. Bammsat nekap e B3eMe pelieHue 3a o-HaTaThIlIHO JedeHue. He crupaiite na
npHeMare JekapcTBoTo Tolura caMocToATeNHO.

Tps6Ba na yBegomure Bamms nekap, ako MUCITHTE, Y€ cTe OpeMeHHa (MM MOXKe J1a 3a0peMeHeeTe).
Tolura He ce npenopbyuBa B paHHA OPEMEHHOCT U He TPsAOBa Ja ce mpueMa Ciie] TPETHS Mecell OT
OpeMeHHOCTTa, Th KaTo MOXe CEpHO3HO Ja yBpenu Baiero 6ede, ako ce U3Moi3Ba B TO3H HEepHo]
(BmxTe Touka bpeMeHHOCT).

B ciryuaii Ha oneparust unu ynoika, Tpsa0Ba Ja cbo0mumTe Ha Bamus nekap, ue npuemate Tolura.

Tolura Mo>xe 1a Ob/e MO-MaJIKO epEeKTUBHA IIPU IOHMKAaBaHE HA KPBBHOTO HAISATaHE IIPH YEPHOKOXKHU
MalUEHTH.

BammusT nexap Moske eproJUyYHO J1a poBepsaBa ObOpeuHata Bu ¢yHKINS, KpbBHOTO HAJSITAaHE U
KOJIMYECTBOTO Ha €NICKTPOIUTHUTE (HAIp. Kaauii) B KpbpBTa Bu.

BmxTe cpio nadopmMarnusTa, o3ariaasena ‘“‘He npuemaiire Tolura”.

Jeua v roHomu
He ce npenoppuBa ynotpedara Ha Tolura mpu aema u roHoI™ 10 18 roauHu.

Apyru nexkapctBa u Tolura
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Hudopmupaiite Bamms nexap nim ¢papmaneBT, ako IpueMare, HacKopo CTe MpUeMaly WK €
BB3MOJKHO JIa TIpHeMarte JIpyry JiekapcTBa. Moxe /1a ce Hasloxku Bammst nexap 1a mpoMeHn 1o3aTta Ha
TE3W JIEKapCTBa WM J]a B3eMe JIpyTH Npeana3Hi MepKu. B Hakon cirydan Moke ja € HeoOX0IUMO 1a
CIpeTe U3MOI3BaHETO Ha HAKOE OT JieKapcTBaTa. ToBa ce oTHacs 0cOOCHO 3a JeKapcTBaTa, IIOCOUCHH
TM0-JI0JTy, KOTaTO e M3IO0JI3BaT eaHoBpeMeHHo ¢ Tolura:

- J€KapCcTBa, ChIBPIKAIIY JINTHH, U3MIOI3BAHH 32 JICUCHHE Ha HAKOH BHIOBE JETIPECHSI.

- JIeKapCcTBa, KOMUTO MOTaT Jia MOBUIAT HUBOTO HA KaJIMH B KPHBTA KaTO KAIUH-ChABPIKAIIN
COJIEBH 3aMECTHTENH, KaJIMH-ChXpaHABaIlH ANYPETHIH (TabIeTKH, 3aCHIIBAIH OTACISTHETO HA
Bona), ACE unxuburopmn, aurnotensu Il penenropun anraronucti, HCIIBC (nectepongau
NPOTHBOBB3NAIMTENHH JIEKAPCTBA KaTO aCUPHH WK NOYNpodeH), XenaprH, IMyHOCYIPECOpH
(HampuMep MHUKIIOCTIOPHH WU TAKPOJIUMYC) U aHTHOMOTUKA TPUMETOIIPHM.

- JIuypeTuiu (00e3BOJHSBAIIN JIEKAPCTBA), 0COOEHO aKo Ce MPUEMAT BbB BUCOKH JI03H 3a€/IHO C
Tolura, Mmoxe 1a ToBezne 70 MpekoMepHa 3ary0a Ha Boia OT OpraHu3Ma M HICKO KPBBHO
HaJIATaHe (XUTIOTOHHUSA).

- ako npuemare ACE MHXHOUTOP WM aTUCKUPEH (BUXKTE ChINO MHGpOpMAIUTa, o3arinaseHa “He
npuemaiite Tolura” u “TIpexynpexaeHus ¥ NpeanasHu MEpKu”).

- JMTOKCHH.

Edexrbt Ha Tolura Mmoxke 1a 0b21e HamaseH, korato ce npuiara ¢ HCIIBC (Hectepoumann
MIPOTHUBOBB3MNAIMTEIHU CPEICTBA KaTO aCITUPUH MU UOYTIPO(hEeH) Uil KOPTUKOCTEPOUIH.

Tolura mo>xe na yBenuuu eexta Ha MOHMKABAaHE HA KPHBHOTO HAATAHE HA APYTH JIEKAPCTBA, KOUTO
Ce M3IOJI3BAT 3a JICYEHHE Ha BUCOKO KPBBHO HAJIATAHE, MJIU HA JICKApCTBA C MOTEHIIHAI 32
MTOHMKaBaHe Ha KPBBHOTO HassiraHe (0aKiiopeH, aMiU(OCTHH).

OcBeH ToBa e(peKTHT HA TOHWKABAHE HA KPBBHOTO HaJsITAaHE MOJXKE J1a C€ YCHIIM TIpH yroTpeba Ha
ANKOXOII, 6apOUTYpaTH, HAPKOTUYHU BEIIECTBA WIIM aHTHICTIPEcaHTH. Bre Moxke 1a yceture ToBa
KaTo 3aMaiiBaHe npu m3npassiHe. [lockBeTBaiiTe ce ¢ Bamwist nekap, ako € HE0OX0UMO J1a ce
KOpUTHUpa 103aTa Ha APYTroTO JIEKapCcTBO, AoKaTo npuemare Tolura.

BpemMeHHOCT U KbpMeHe

bpemenHoCT
Tps6Ba ga yBenomure Bammst jgekap, ako MHECINTE, 4e cTe OpeMeHHa (MK MOXKe J1a 3a0peMeHeeTe).

OO6ukHOBeHO, Bammust siekap e Bu mochBerBa a npeycraHoBuTe npuema Ha Tolura mpeau ga
3a0bpeMeHeeTe Wi BeJHara oM pasdepere, 4e cre OpeMeHHa 1 e Bu mockBeTBa 1a mpreMare Apyro
nexapctBo, BMecTo Tolura. Tolura He ce npenopbyBa B paHHa OPEMEHHOCT U He TpsiOBa Ja ce mpuema,
aKo cTe OpeMeHHa CIIe/I TPETHs Mecell, Thi KaTo MOXe CepHO3HO Aa yBpeau Bamero 6e6e, ako ce
M3I0JI3BA CIIE TPETHS Mecell OT OpEeMEHHOCTTA.

Kbpmene
Wndopmupaiite Bamms nexap, ako KbpMUTE WIHM UMaTe HAMEpEHHE Aa 3allo4HeTe Aa Kbpmure. Tolura

HE ce MpernopbyBa Ha MaiKH, KOUTO KbPMAT U Bammsr exap Mosxke 1a Bu HazHaum Apyro JicueHue,
aKo0 MCKaTe J1a KbpMHTE, 0COOSHO aKko Barero gete € HOBOPOACHO HITH € POICHO MPEKAECBPEMEHHO.

lopupane u padora ¢ MAIIMHA
Hsxon xopa ce 4yBCTBAT 3aMasiHU WIM U3MOPEHH KoraTo npueMat Tolura. Ako ce modyBcTBaTe
3aMasiHU WJIM U3MOpPEHU, He mogupaiite 1 He paboTeTe ¢ MaIlluHH.

Tolura cbabp:ka JakTo3a u copourto (E420).
Axo Bammsr nexap Bu e ka3an, ue iMaTte HETOHOCUMOCT KbM HSIKOH 3aXapH, CBBPXKETE C€ C HETO,
MIpeU J1a TIPUEMETE TO3H JICKAPCTBEH MPOIYKT.

ToBa jekapcTBO chabpka 149,8 mg copOuTon BbB Besika Tabnerka. CopOUTONBT € U3TOYHHK HA
¢dpykro3a. Ako BamusT nexap Bu e kazan, ye UMaTe HEITOHOCUMOCT KbM HSIKOU 3aXapH Wi Bu e
MOCTaBEHA IAarHO3a HACIEICTBeHA HEMOHOCUMOCT KbM (hpykTo3a (HFI), psako remeTnyno
3a0oIsIBaHe, IPU KOETO XopaTa He MOTaT Ja pa3rpaxkaar GpyKTo3aTa, ToBopeTe ¢ Bamms nekap npean
Jla mpueMeTe Win 1a Bu Ob1e npuiokeHo ToBa JIeKapCTBO.
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3. Kak na npuemare Tolura

Bunaru npuemaiite ToBa I€eKapcTBO TOUHO KakTo B e kazan Bammsar nekap. Ako He CTe CUTYpHH B
Helo, nonuTaiTe Bamms nekap nnn gpapmanesr.

[TpenopruBanara no3a Tolura e eqna Tabnetka nHeBHO. OnMTaliTe Ce fa mpueMaTe TadeTKara 1o
€/IHO 1 ChIIO0 BpeMe BcekH aeH. Moxe fa nmpuemare Tolura cbe mmm 6e3 xpana. TabneTkure TpsOBa na
ce MOIIBIIAT C BOJa WK Apyra Oe3alkoxojiHa HanuTka. BaxHo e na npuemare Tolura Bceku nieH,
nokato Bammsar nexap He Bu nocsBeTBa qpyro. Ako epekTsT Ha Tolura Bu ce cTpyBa npekaieHo
CHJIEH Wi ca0, KOHCYNTHpaiiTe ce ¢ Bamms nekap wim ¢papMareBT.

3a neyeHre Ha BUCOKO KPbBHO HajsraHe oOuyaiiHata no3a Tolura 3a moBedeTo manueHTH € eHa
Tabierka oT 40 mg BeIHbXK JHEBHO, 3a Ja CE OCUTYPH KOHTPOJI Ha KPbBHOTO HAJIATAHE 33 IIEPHOA HAJ
24 yaca. Benpeku ToBa, nmoHsikora BamusT nekap Moxe Ja npenopbya mo-Hucka 1o3a — 20 mg
JTHEBHO WJIM TI0-BHCOKa f103a — 80 mg nuHeBHO. Tolura TabneTkn He Morat na ObAaT pa3faesnsHu,
CJICZOBATEIIHO T€ HE ca MOAXOISIIH 33 IPUIOKECHUE MIPU MALEHTH, KOUTO C€ HYXKAAST OT 103a OT

20 mg TenMucapTaH. 3a Te3U MAMEHTH Ca HAIMYHU €KBUBAJICHTHHU NMPOIYKTH ChC ChI[aTa aKTUBHA
cheraBka. Tolura cpimno Mosxe 1a Obae N3MON3BaH B KOMOMHAINS C ANYPETHIN (OTBOTHIBAIIN
JIeKapcTBa), KaTo XUAPOXJIOPOTHA3UI, TIPH KOETO Ce MOIydaBa JOIbIHUTEIICH IOHMKaBaIl eeKT
BBPXY KpBBHOTO Hassirane ¢ Tolura.

3a HamalIsiBaHe Ha ChPJICYHOCHOBUTE UHITUIEHTH oOny1aiinaTa f103a Tolura e exHa Tabnerka ot 80 mg
BEIHBX THEBHO. B Hawanoro Ha npodminaktnaans nprem Ha Tolura 80 mg TpsOBa gecto ma ce
IpociesBa KpbBHOTO HAIATaHE.

Axo Bamust yepen n1po0 He GyHKIMOHUPA IPaBUIHO, O0MUaifHaTa 103a HEe TpAOBa a HaJBHUIIABA
40 mg BeTHBXK THEBHO.

AKO cTe npueJu noBeye oT HeoOxoaumarta no03a Tolura
AKo cryyaifHO preMeTe TBBpP/e MHOTO TabJIeTKH, CBbp)KeTe ce He3abaBHO ¢ Bammus nekap,
(hapmareBT WM ¢ Hal-OJU3KHS IIEHTHP 32 CIIEITHA TTOMOTII.

Ako cTe nponycHau 1a npuemere Tolura

AKo 3a0paBuTe Ja MpUEMETe eHa 1033, He ce Oe3moKoiTe. B3eMere mo3ara BeaHara IoM ce CeTUTE U
clie]] TOBa MPOABJDKETE IPUEMa 110 0o0MYaiiHKus HAauYUH. AKO HE npuemere BamaTa Tabnerka chImus
IleH, B3eMeTe oOmuaiinaTa 1o3a Ha ciueapamus AcH. He B3emaiiTe mBoitHa m03a, 3a 1a KOMIICHCHpATe
MpoIlycHaTaTa A03a.

AKO UMaTe HAKaKBH JOITBIHUTEIHHN BBIIPOCH, CBBP3aHH C YITOTpedaTa Ha TO3H MPOIYKT, MOJIS
nonuTaiite Bammus nekap uinu papmanesT.

4. BBb3MOKHM HeKeJTaHu pPeaKkuuu

KakTo Bcuuku JICKapCTBa, TOBA JICKAPCTBO MOXKE A MPEAU3BHUKA HCKECIIaHU PEAKIINU, BBIIPCKU Y€ HE
BCCKHU I'M TTOJTy4aBa.

Hskou Heskes1aHU peaKIMU MO%Ke 12 €a CEPMO3HU 1 1a M3UCKBAT He3a0aBHO JeYeHHe.
Tps6Ba na mocerure He3ab0aBHO Barust ekap, ako MOMyYUTe HAKOHW OT CICTHUTE CUMIITOMH:
Cemncuc* (4ecTo HapU4aH “OTpaBsiHE HA KPBBTA” — TEXKa MHGEKIHS C Bh3NAIUTENICH MPOLEC B ISIIOTO

TsJ10), OBP30 MOAyBaHE HAa KOXKATa W JIUTABUIIATA (AHTHOEIEM ); T€3H HEXKEIIAaH! PEaKIINH Ca PEIKU
(morart na 3acersar f0 1 Ha 1 000 gyrmm), HO MHOTO cepro3HH. IlaruieHTHTEe TPsOBA 1a TPEYCTAHOBST
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MpreMa Ha JIEKapCTBOTO U He3a0aBHO J1a Ce KOHCYJITHPAT C JieKap. AKO HE Ce JICKYBaT, TE3H PEeaKI[HH
MOXe Ja ObIaT (paTaiHu.

Bb3moxkuM Hexesanu peakuuu Ha Tolura

UecTn HexxenaHu peakiyu (MoraT ja 3acerHat /1o 1 Ha 10 gymm):

Hucko kpbBHO HayArane (XUMOTOHMS) TPU MAlUEHTH, JIEKYBaHH! 33 HAMAaJIsIBAaHE Ha
CHPICYHOCHOBUTE UHIIUICHTH.

Heuectu Hexxenanu peakuuu (MoraT fia 3acerHar Jo 1 Ha 100 gymmn):

Wndexnnn Ha MHKOYHUTE IBTHIIA, MHOEKIINA Ha TOPHATE AUXATEIHH ITHTHIIA (HAIIPIMEp BB3MaJICHO
I'bPJIO, BB3MAJICHN CHHYCH, IPOCTYAa), HaMaJieH Opoli Ha YepBEHUTE KPbBHU KIIETKH (aHEMMUS),
MIOBHUIIICHHN HUBA Ha KaJMid B KPBBTA, 3aTPYAHEHO 3aCIIUBaHEe, YyBCTBO 32 Thra (ICTPECcHs), IPHUIaIbK
(CMHKOM), 9yBCTBO 32 BUEHE Ha CBAT (BEPTUTO), 3a0aBeH ChpJedeH myJic (Opamukapius), HUCKO
KPBBHO HallsiraHe (XMIIOTOHUSA) MPH MALMEHTH, JIEKYBaHH 32 BUCOKO KPbBHO HAJIATaHe, 3aMaiiBaHe MpH
u3npaBsHe (OPTOCTATHIHA XUTIOTOHIS), 3a0yX, KalllIHIa, KOpeMHa O0JKa, THapHsl, CTOMAIICH
JIuckoM$opT, ra30Be, MOBPBIIAHE, ChPOCIK, TOBUIIEHO IIOTOOTACISAHE, JIEKapCTBEH 00puB, 00JIKa B
rpp0Oa, MyCKYJIHU ClIa3MU, MYCKYJIHA OoJika (MHaNrus), 0b0peyHo yBpekIaHHE, BKIOUUTEIHO OCTpa
OBOpeYHa HETOCTATHYHOCT, O0JIKA B TPBIHUS KOII, YYBCTBO 32 ¢1a00CT U MOBUIIIEHO HUBO Ha
KpPCaTHHHH B KPHBTA.

Penku Hexxenanu peakuuu (Morat aa 3acerHat jio 1 Ha 1 000 gymm):

Cericuc*(4ecTo Hapu4aH “OTpaBsiHE HA KPBBTA € TeKKa MH(PEKIHs ¢ Bh3MAIUTENIEH MPOLIEC B LSJIOTO
TS0, KOSITO MOJKE J]a IOBEJ/IE 10 CMBPT), YBEIMYCH OpOi Ha ONpeAeIeH! Oel KPHBHU KIETKU
(eozuHoOuIMs), HamMalieH Opoit Ha TPOMOOIIMTH (TPOMOOITUTOTICHHS ), TEXKKA allEPTUYHA PEaKIUs
(aHaduakTHYHA peakiys), alepruuHy peakuuu (Hanpumep oOpuB, CbpOeXK, 3aIpYJHEHO IUIIAHE,
XpHIITEHE, II0TyBaHE Ha JINIIETO W HUCKO KPHBHO HAJISTaHE), TOHMKEHN HUBA HA KPBBHA 3aXap (IpH
MaUeHTH OO0JIHU OT IUabeT), TPEBOKHOCT, ChHIMBOCT, 3PUTEIIHU CMYIICHUS, YCKOPEH ChPJICUEH IyJIC
(TaxuKapaus), CyxoTa B ycTara, pa3cTpOeH CTOMAax, U3BpalIcHUE Ha BKyca (IUCTey3Hs), HApyIICHUS
Ha YyepHOApoOHaTa (PyHKIHMS (II0- BEPOSTHO € Ta3H HEXKeNlaHa PEakIys a CC MOSBHU MPH MAUeHTH OT
SIMOHCKH MPOU3X0[T), ObP30 MOIyBaHe Ha KOXAaTa U JIMraBULlaTa (AHTHOeeM ), ek3eMa (KOXKHO
HapyIICHNUE), 3aUepBsABaHE Ha KOXKaTa, KOMPHUBHA TpecKa (YPTHKAPHS), TEKBK JIEKapCTBEH 0OPHB,
OoJka B cTaBUTE (apTpairus), 00iKa B KpalfHUK, 00JIKa B CYXOXKUJIHSITA, TPUITOTIO00HO 3a00IIsIBaHe,
MOHMKEH XeMOTIOOWH (KphBEH MIPOTEHH ), IIOBUIIICHO HUBO HAa MMKOYHA KHCEIHHA, TOBUIICHH
YepHOPOOHU €H3UMHU WK KpeaTHH (pocoknHa3a B KPHBTA.

MHoro peaxu Hexxellauyu peakiuu (morart Jia 3acergar 10 1 ga 10 000 gym)
[IporpecuBHO cpacTBane Ha OenoapoOHaTa ThKaH (MHTEpCTUIIMAHA OemoapoOHa Oomect)™ *.

Hesxenanu peakitny ¢ HEM3BECTHA YeCcTOTa (0T HATMYHKUTE JaHHU HE MOXKe a Oblie HalpaBeHa
MIPEIEHKA 32 YeCTOTAaTa):

MHTecTHHANIEH aHTHOEIeM: TTOTyBaHE Ha YyepBaTa, MPOSBIBAIIO CE ChC CHMIITOMH KaTO KOpeMHa
0oJka, TajieHe, IOBPbhIAHEe U AUAPHsI, Ce ChOOIIaBa ciel] ynorpedaTa Ha CXOIHHU MPOTYKTH.

* CpOUTHETO MOXKE Aa ce ClIydn CJ'Iy‘IafIHO I OM MOTJIO Ja 6T:Z[C CBBHpP3aHO C MCXaHU3DBM, KOUTO KbM
MOMCHTA HC € U3BCCTCH.

** Cnyuyau Ha TIPOTPECUBHO cpacTBaHe Ha 0elloipoOHAaTa ThKaH ca ChOOIIaBaH! 10 BpeMe Ha IpHeM
Ha TeJIMHCApPTaH. B’preKI/I TOBA, HC € U3BECTHO AaJIM IIpUYUHATa € TCJIIMUCAPTaH.

ChobuiaBaHe HA HesKeJIaHU PeakIum

AKO ony4nTe HSIKaKBU HEXXEJIaHU JIEKapCTBEHH PeaKiny, yBeqoMeTe Bamus nexap nin papmanenT.
ToBa BKITIOUBA BCHYKH BH3MOXKHU HEOIMCAHH B Ta3W JIMCTOBKA HEXEJIAaHU peakiuu. MoxeTe ChIIo J1a
CHOOIMTE HEeXKEIIAaHU PEAKITNH JUPEKTHO Ype3 HAIMOHATHATA CUCTEMa 3a ChOOIIaBaHe, IOCOYSHA B
[Mpunoxenue V. Kato cho0Im1aBaTe HexXeNaHu peakiii, MOXKETE J1a JajieTe CBOSI IPUHOC 3a
moJTyJaBaHe Ha TOBeYe WHpOpMAaIHsI OTHOCHO 0€301acHOCTTa Ha TOBA JICKapCTRO.

51



S. Kak na cexpansBare Tolura
Ja ce cpxpaHsBa Ha MACTO, HEAOCTBITHO 32 Jelia.

He u3mos3Baiite TOBa JIEKapCTBO CIIe CPOKA Ha TOAHOCT, OTOCISI3aH BhPXY KapTOHEHATA OMTAaKOBKa U
omuctepa cnen “T'onen no:/EXP”. CpokbT Ha TOAHOCT OTIOBapsl Ha MOCIEIHUS JIEH OT IOCOYCHUS
Mecell.

Ha ne ce cpxpanssa Hag 30°C.
[a ce cbxpaHsiBa B OpUTHHAJIHATA OMAKOBKa, 3a Jla Ce Mpe/a3u OT CBETIINHA.

He H3XB’LpHHﬁT€ JICKapCTBaTa B KaHaJIM3alysaTa Wil B KOHTeﬁHepa 3a JOMallHHU OTIIaaAbIIH.
IlonmraiiTe Bamms (bapMaueBT KakK Ja U3XBBbPJIATE JICKAPpCTBATA, KOUTO BEYC HEC U3II0JI3BATE. Te3u
MEPKH II1€ CIIOMOTHAT 3a OIla3BaHE€ Ha OKOJIHATa Cpeaa.

6. ChabpxaHue HA ONAKOBKATA M IOMbJHUTETHA HHGOpMaLust

KaksBo cbabp:xa Tolura

- AKTHBHOTO BEIIIECTBO € TeJIMHcapTaH. Beska Tabnerka chabpxka 40 mg TenMucapTaH.

- Jpyrute ChCTaBKH ca MOBUAOH, METIIyMUH, HATPHEB XUAPOKCHU, JIAKTO3a MOHOXHIPAT,
copouroi (E420) u marHe3ueB creapat. Brokre Touka 2 ,, Tolura chabprka 1aKT03a U COPOUTOI
(E420)“.

Kak m3riexkaa Tolura u kakBo cbhabpka OIaKOBKAaTAa
Tolura 40 mg ca 6emu 10 MOYTH OENv, TBOMHOM3IIBKHAJIN, OBAJTHU TAOJIECTKU.

Tolura ce npenyara B G1ucTepy B OMAKOBKH, chAbpikamim 14, 28, 30, 56, 84, 90, 98 wiu 100 tabieTky.
He Bcruku BUOBE OMAaKOBKK MOTar Ja ObJaT IyCHATH HA Ta3apa.

Ilpuresxares Ha paspeLIeHHETO 3a ynoTpeda
KRKA, d.d., Novo mesto, Smarjeska cesta 6, 8501 Novo mesto, CioBeHus

IIponzBoauTen

KRKA, d.d., Novo mesto, Smarjeéka cesta 6, 8501 Novo mesto, CioBeHus
KRKA-POLSKA Sp. z 0.0., ul. Réwnolegta 5, 02-235 Warszawa, IToxma
TAD Pharma GmbH, Heinz-Lohmann-Stral3e 5, 27472 Cuxhaven, ['epmanus

3a JOITBJIHUTCIIHA I/IH(I)OpMaI_[I/IH OTHOCHO TO3H JICKApCTBCH NPOAYKT, MOJISI CBBPIKETE CE C JIOKAJTHUA
MPEACTABUTCIT HA MIPUTCKATEIIA Ha Pa3pCIICHUCTO 3a yHOTpe6a:

Belgié/Belgique/Belgien Lietuva

KRKA Belgium, SA. UAB KRKA Lietuva

Tél/Tel: + 32 (0) 487 50 73 62 Tel: +370 5236 27 40

Bbbarapus Luxembourg/Luxemburg

KPKA Bboarapus EOOJ KRKA Belgium, SA.

Temn.: + 359 (02) 962 34 50 Tél/Tel: + 32 (0) 487 50 73 62 (BE)
Ceska republika Magyarorszag

KRKA CR, s.r.0. KRKA Magyarorszag Kereskedelmi Kft.
Tel: +420 (0) 221 115 150 Tel.: +36 (1) 355 8490

Danmark Malta

KRKA Sverige AB E.J. Busuttil Ltd.

TIf: + 46 (0)8 643 67 66 (SE) Tel: + 356 21 445 885
Deutschland Nederland
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TAD Pharma GmbH
Tel: +49 (0) 4721 606-0

Eesti
KRKA, d.d., Novo mesto Eesti filiaal
Tel: + 372 (0) 6 671 658

EX0\Goa
KRKA EAAAZX EIIE
TnA: +302100101613

Espaiia
KRKA Farmacéutica, S.L.
Tel: +34 911 61 03 80

France
KRKA France Eurl
Tél: + 33 (0)1 57 40 82 25

Hrvatska
KRKA - FARMA d.o.o0.
Tel: +385 16312 101

Ireland
KRKA Pharma Dublin, Ltd.
Tel: + 3531413 3710

Island
LYFIS ehf.
Simi: + 354 534 3500

Italia
KRKA Farmaceutici Milano S.r.1.
Tel: +39 02 3300 8841

Kvnpog
KI.PA (PHARMACAL) LIMITED
TnA: +357 24 651 882

Latvija
KRKA Latvija SIA
Tel: +371 6 733 86 10

KRKA Belgium, SA.
Tel: + 32 (0) 487 50 73 62 (BE)

Norge
KRKA Sverige AB
TIf: + 46 (0)8 643 67 66 (SE)

Osterreich
KRKA Pharma GmbH, Wien
Tel: +43 (0)1 66 24 300

Polska
KRKA-POLSKA Sp. z 0.0.
Tel.: + 48 (0)22 573 7500

Portugal
KRKA Farmacéutica, Sociedade Unipessoal Lda.
Tel: + 351 (0)21 46 43 650

Romania
KRKA Romania S.R.L., Bucharest
Tel: +4 021 310 66 05

Slovenija
KRKA, d.d., Novo mesto
Tel: + 386 (0) 147 51 100

Slovenska republika
KRKA Slovensko, s.r.0.
Tel: + 421 (0) 2 571 04 501

Suomi/Finland
KRKA Finland Oy
Puh/Tel: + 358 20 754 5330

Sverige
KRKA Sverige AB
Tel: +46 (0)8 643 67 66 (SE)

I[aTa Ha MOCJEIHO Mmpepas3riiekaane Ha JUCTOBKaTa

IMoapoOHa undopmarys 3a TOBa JEKapCTBO € MpefocTaBeHa Ha yeOcaiita Ha EBporeiickara areHiust

o JexapcTBata http:/www.ema.europa.eu/.
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JIucroBka: nungopmanus 3a norpeduTesist

Tolura 80 mg TadseTkn
TeNMUcaApTaH (telmisartan)

IIpoueTeTe BHMMATEJIHO UAJIATA JUCTOBKA, IPeIM Aa 3all0YHeTe 1a IpUeMaTe TOBA JIEKAPCTBO,

Thil KaTO TH CHABPKaA BaxkHa 3a Bac nndgopmanus.

- 3amaszere Ta3u JIUCTOBKA. Moxe a ce HalO0XHU Ja s IPoYeTeTe OTHOBO.

- AKO nMare HAKAKBH JOITBIHUTEIIHH BBIIPOCH, TIONHTalTe Bamms nekap wim gpapmariesr.

- ToBa J1ekapcTBO € NMPEANUCAHO €IUHCTBEHO U Ju4HO Ha Bac. He ro npeorcrensaiite Ha npyru
xopa. To Moxe a UM HaBpey, HE3aBUCUMO Y€ NMPHU3HALUTE Ha TAXHOTO 3a00/I5IBaHE Ca ChIIUTE
Kakto Bammure.

- AKO MOJTy4YMTe HAKAaKBU HEXEJIaHU peakiuu yBeroMete Bamus nekap wnu papmarnest. Toa
BKJIIOYBA M BCUYKHU Bb3MOXKHH HEXKEJIaHU PEaKLMY, HEONMCAaHU B Ta3H JUCTOBKA. BikTe Touka
4.

KakBo cbabpika Ta3u JTUCTOBKA:

Kakso mpencrasnsBa Tolura u 3a kKakBO ce H3MOI3Ba

Kakso Tps0Ba na 3naete, npeau na npuemere Tolura

Kak na npuemare Tolura

BBb3M0XXHU HEXENaHU peakuu

Kak na cexpanssare Tolura

ChabpKkaHue Ha OITAKOBKATa M JOIIBIIHUTEITHA HHPOPMAITHS

SNk L —

1. Kaxkso npeacrasassa Tolura u 3a kakBo ce H3M0J13Ba

Tolura mpuHauIeXM KBM TpylaTa JEKapCTBEHH MPOAYKTH, U3BECTHH KaTO PEIEITOPHA aHTarOHUCTH
Ha aHruoteHsuH lI. Aurnorensus 11 e BemecTBo, 00pazyBaHo BbB Bammms opranussm, KOeTo
IIPEJU3BUKBA CBUBAHE Ha KPBBOHOCHUTE CBAOBE, KATO 10 TO3U HAYUH [IOBUILIABA KPEBHOTO Bu
Hamsrase. Tolura Gmoxupa edexta Ha aHrnoTeH3MH 11, Taka 4e KPHBOHOCHHUTE CHJIOBE CE OTITYCKAT U
KPBbBHOTO HaJIATaHE CE€ IIOHMKABA.

Tolura ce u3moJ13Ba 3a JICUCHUE HA ECCHITHATHA XUIIEPTOHUS (BHCOKO KPBBHO HAJISITAHE) TIPH
BB3pacTHU. “EceHImanna” o3HauaBa, 4e BUCOKOTO KPHBHO HAJSTAHE HE € IPUIMHEHO OT JPYTO
3a00/BaHe.

AKoO He ce JIeKyBa, BHCOKOTO KPBBHO HaJSITAaHE MOXKE JIa YBPEIH KPHBOHOCHUTE ChIIOBE B PEIHUIIA
OpraHHt, KOETO MOHSIKOTa MOKe Jia IOBEJIE 10 ChpJeueH HH(APKT, ChplieuHa WM ObOpeuHa
HEAOCTATBhYHOCT, MO3BUYCH I/IHcy.]'IT WUJIN CJICIIOTA. O6I/IKHOBCHO HpI/I BHUCOKO Kp’bBHO HaJIsAraHEC HAMA
CHUMITTOMH TPEIH a Bh3HUKHE YBpexaaHe. [lopaau ToBa € BAXKHO PEIOBHO JIa Ce H3MEPBa KPHBHOTO
HaIIraHe, 3a 1a Ce IMPOBEPH JaJIi TO € B HOPMAJTHU TPAHMIIH.

Tolura ce u3nmoJ3Ba chbLI0 32 HAMAJIIBaHE Ha ChPJEUYHOCHAOBUTE HHIUACHTH (HAIpUMeEp ChpAeUeH
HH(APKT WIK MO3BUCH yaap) MPH BB3PACTHHU C PUCK ITOPAJN HAMAJICHO WIH IPEYCTaHOBEHO
KpBbBOCHAO IIBaHE HA CHPIIETO WM KpaKaTa, Uil MPEeThPIeIr MO3bUeH yIap, WU ¢ BUCOKOPHCKOB
nmuaber. Bammst srexap Moxe 1a Bu nHpOpMupa, ako IMaTe TOBHUIIIEH PUCK OT BH3HUKBAaHE HA TAKUBA
MHIUJIEHTHU.

2. Kakso TpsiOBa na 3HaeTe npeau aa npueMerte Tolura

He npuemaiite Tolura

- aKO CTC AJICPrUu4HU KbM TCIIMHUCAPTAH WIN KbM HAKOSA OT OCTAaHAJIUTE CbCTAaBKU HAa TOBA
JeKapcTBO (M30POCHH B TOUKA 6).

- ako cre OpeMeHHa clie/ TpeTust Mecell (mo-no0pe aa n3bsreare yrnorpedbara Ha Tolura u B panHa
OpEMEHHOCT - BIXKTe Touka bpeMeHHOCT).
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- aKo MMaTe TEXKH YePHOPOOHH MPOOIEMH KaTo X0JIecTa3a HilH JKITbuHa 00CTpyKIus (1pobiem
C IIpeHaKa Ha JKIBYKATa OT YEPHUS P00 U KIIBUHHS MEXYP) WU HAKAKBO JPYTO TEKKO
YepHOJIPOOHO 3a00JIIBaHE.

- aKko uMate nuabeT WM HapymeHa ObOpeuHa QyHKIHUS U ce JIeKyBaTe ¢ JIEKapcTBO 3a
MOHIDKaBaHE Ha KPHBHOTO HAJISTaHe, ChABPIKAIIO ATUCKUPEH.

Wndopmupaiite Bamms nexap unu dapmanesT npeau aa npuemete Tolura, ako Hskoe OT
TOPENOCOYEHNUTE ChCTOSHUS ce OTHacs 3a Bac.

Ipenynpexnenust u mpeanasHu MePKH

T'oBopere ¢ Bamuus nekap, ako cTpajgare Wid HIKOTa CT€ CTPAJAIU OT HAKOE OT CIIEJAHUTE ChCTOSHUS

WM 3a00JIIBaHUs:

- 0B0peuHo 3a00s1BaHe WK OBOPEYHA TPAHCILIAHTAIIHS

- CTEHO3a Ha peHaJIHaTa apTepus (CTECHsBaHEe Ha KPbBOHOCHHTE CHJIOBE HA SIUHUS WM HA J[BaTa
0b0peka)

- YepHOJIPOOHO 3a00IsIBaHE

- ChpJcUeH MPoOIIeM

- MOBUIIICHY HUBA Ha AIJOCTEPOH (3aAbpXKaHEe Ha BOJA U COIH B TSUIOTO, MPUIPYKEHO OT
JqucOataHe Ha pa3IMyHy MUHEPAaIH B KPHBTA)

- HHUCKO KPBBHO HaJIATaHE (XI/IHOTOHI/IH), KO€TO € Bb3MOXKHO J1a Bb3HHUKHEC, aKO CTC
JIexXuIpaTupanu (TIpeKoMepHa 3aryda Ha BoJia OT OPTaHM3Ma) HIH aKO UMATe HEJIOCTUT Ha COJIH,
HOpPa/iu JISYeHHE C AUypeTHLH (00€3BOJHSBAIIY JIEKAPCTBa), IUETa C HUCKO ChbpPIKAHUE Ha
COJI, IMApPUs WK MOBPBIIAHE

- NOBHIIICHH HUBA HA KaJUi B KPHBTA

- nuader

I'oBopete ¢ Bammus siekap, npenu aa npuemete Tolura:
- aKo MpUeMaTe JTUTOKCUH
- aKo TpHeMaTe HAKOE OT CIEIHUTE JIEKapCTBa, H3MOI3BAHH 32 JICUeHHE Ha BUCOKO KPBEBHO
HaJsraHe:
- ACE nHxXubuTop (Harmpumep eHalanpul, JTU3HHONPUIL, PAMUIIPIIT), OCOOEHO aKO UMaTte
OBOpeYHH TTPOOJIEMH, CBBpP3aHHU C TuaderTa.
- INCKUPEH.

I'oBopete ¢ Bammis nexap, ako moxyduTe KopeMHa 0oJka, rafieHe, MOBPBINaHe WK JUAPHS CIIex
npueMm Ha Tolura. Bammsar nekap 1me B3eMe pelieHue 3a no-HaTaThIIHo jedeHue. He cnmpaiite na
npueMare JekapcTBoTo Tolura caMmocToaTenHo.

Tps6Ba na yBenomute Bamms nekap, ako MUCIHTE, 4e cTe OpeMeHHa (WM MOXKe J1a 3a0peMeHeeTe).
Tolura He ce npenopbuBa B paHHA OPEMEHHOCT M He TPsAOBa Ja ce mpueMa ciie] TPETHs Mecell OT
OpeMeHHOCTTa, Thil KaTO MOXEe CEpHO3HO Ja yBpenu Baiero 6ede, ako ce M3Moi3Ba B TO3H HEepHo/]
(BmxTe Touka bpeMeHHOCT).

B ciryuaii Ha oneparust unu ynoika, Tpsa0Ba Ja cbo0muTe Ha Bamus nekap, ue npuemate Tolura.

Tolura Mo>xe 1a Ob/e MO-MaJIKO ePEKTUBHA IIPH TIOHMKABaHE HAa KPBBHOTO HAJSITAHE IPH YSPHOKOXKHU
MalUEHTH.

BammusT nexap Moske epuoJuyHO J1a MpoBepsiBa ObOpedHaTa By ¢pyHKIMS, KPBBHOTO HAJSTAaHE U
KOJIMYECTBOTO Ha €JIEKTPOIUTUTE (HAIMp. Kaauii) B KpbBTa Bu.

Bmxre chimo naopManusTa, o3arinaseHa ‘“He npuemaiire Tolura”.

Jeua v roHomM
He ce mpenopbuBa ynotpebara Ha Tolura mpu aema u roHomm 10 18 ronuHu.

Apyru nexkapctBa u Tolura
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Wudopmupaiite Bamms gexap ninn dapManeBT, ako IpueMaTe, HaCKOpo CT€ IpHUEMald HIIH €
BB3MOXKHO Ja IpUeMare JpyTu JekapcTsa. Moxe Ja ce Haloku Bamusar nexap f1a NpoMeHU f103aTa Ha
TE3H JIEKapCTBa WM Jla B3EMe APYTH MPeANa3sHn MepKu. B HAKon ciydan Moxe J1a € HeoOX0aAnMo 1a
CIpeTe U3MOI3BAHETO Ha HAKOE OT JIeKapcTBaTa. ToBa ce oTHacs 0cOOCHO 3a JeKapcTBaTa, IIOCOUECHH
TM0-JI0Ty, KOTaTO ce M3IO0JI3BaT eaHoBpeMeHHo ¢ Tolura:

- J€KapCcTBa, ChABPIKAIIN JIUTHH, U3MIOI3BAHH 32 JICUCHHE HAa HAKOH BHOBE JETIPECHSI.

- JIeKapcTBa, KOUTO MOTaT Jia MOBUIIAT HUBOTO HA KaNUil B KPBbBTA KaTO KaTHH-ChABPKALIY
COJIEBH 3aMECTHTENH, KaJIMH-ChXpaHABaIl ANYPETHIH (TabIeTKH, 3aCHIIBAIH OTACISIHETO HA
Bona), ACE unxuburopu, anrnotensut 11 penentopuu antaronucta, HCIIBC (nectepounau
NPOTHBOBB3NAIMTEIHH JISKAPCTBA KaTO acIIMPUH WK HOyTIpodeH), XxenapuH, IMyHOCYIIPECOpH
(HampuMep MHUKIIOCTIOPHH KU TAKPOJIUMYC) U aHTHOMOTUKA TPUMETOIIPHM.

- JuypeTHiu (00e3BOJHSBAIIN JIEKAPCTBA), 0COOEHO aKo Ce MPUEMAaT BbB BUCOKH JIO3M 3a€JIHO C
Tolura, Moxe 1a ToBene 0 MpekoMepHa 3ary0a Ha Boa OT OpraHu3Ma U HHUCKO KPBBHO
HaJIATaHe (XUTIOTOHHUSA).

- ako npuemare ACE uHXuOUTOp UM alUCKUPEH (BUXKTE ChINO HHpOpMAIUTa, o3aryiaBeHa “He
npuemaiite Tolura” u “TIpexynpexaeHus ¥ Npeana3Hu MEpKu”).

- JUTOKCHH.

Edexrbt Ha Tolura Mmoxke 1a 0611 HaManeH, korato ce npuiara ¢ HCIIBC (aecTepouiau
MPOTHUBOBB3MNAIMTEIHN CPEICTBA KaTO aCTUPUH MIH UOYTIPO(hEeH) Wil KOPTUKOCTEPOUIH.

Tolura Mo>xe 1a yBenuuu eexTa Ha MOHMKaBaHE HA KPBBHOTO HAJITAHE HA JIPYTH JICKAPCTBA, KOUTO
Ce M3II0JI3BAT 3a JICUEHHE Ha BUCOKO KPBBHO HAJIATAHE, MJIU HA JICKApCTBAa C MOTEHIIMAI 32
MTOHMKaBaHe Ha KPBBHOTO HassiraHe (0aKiiopeH, aMiU(OCTHH).

OcBeH ToBa e(peKTHT HA TOHWKABAHE HA KPBBHOTO HaJsSITaHE MOJKE JIa C€ YCHIIM TIpH yroTpeba Ha
aNKOXOII, 0apOUTypaTH, HAPKOTUYHU BEIIECTBA WM aHTHICIPecaHTH. Bue Moxe ma yceture ToBa
KaTo 3aMaiiBaHe npu u3npassHe. [lockBeTBaiiTe ce ¢ Bamms nekap, ako € He0OX0IUMO 1a ce
KOpUTHUpa 103aTa Ha APYTroTO JIEKapCcTBO, AoKaTo npuemare Tolura.

BpemMeHHOCT U KbpMeHe

bpemenHoct
Tpsa6Ba na yBegomute Bamms nekap, ako Muciute, 4e cre OpeMeHHa (MIn MOXKe J1a 3a0peMeHeeTe).

OO6ukHOBeHO, Bammust siekap e Bu mochBerBa na npeycraHoBute npuema Ha Tolura mpeau ma
3abpemMeHeeTe Wi BeJHara oM pasdepere, 4e cre OpeMeHHa 1 e Bu moceBeTBa 1a mpreMare Apyro
nekapctBo, BMecTo Tolura. Tolura He ce npemopbyuBa B paHHa OPEMEHHOCT U HE TPsiOBa J1a ce IpueMa,
aKo cTe OpeMeHHa CIIe/I TPETHs Mecell, Thi KaTo MOXe CEpHO3HO Aa yBpeau Bamero 6e6e, ako ce
W3I0JI3Ba CIIE]] TPETHSI Mecell OT OpEeMEHHOCTTA.

Kbpmene
Wudopmupaiite Bamus nekap, ako KbpMUTE WIHM UMaTe HAMEPEHHE Aa 3all04HeTe Aa KbpMmure. Tolura

HE ce MPenopbyBa Ha MaiKK, KOUTO KbPMST U Banusr jiekap Moske 1a Bu HazHaum Apyro JicueHue,
aKo0 MCKaTe J1a KbpMHTE, 0COOeHO aKko Barero gete € HOBOPOACHO HITH € POICHO MPEkKAECBPEMEHHO.

Ilopupane u padora ¢ MAIIMHI
Hsxon xopa ce 4yBcTBaT 3aMastHi MJIM U3MOPEHH Korarto npuemat Tolura.
AKo ce MoYyBCTBaTE 3aMassHU HJIM U3MOPEHU, He ModupaiTe U He paboTeTe ¢ MAIIHHY.

Tolura cpabp:ka gakTo3a u copourtos (E420).
Axo Bammsr nexap Bu e ka3an, ue uMaTe HETIOHOCUMOCT KbM HSIKOM 3aXapH, CBBPIKETE CE C HETO,
MIpeIu J1a TIPUEMETEe TO3H JICKApCTBEH MPOYKT.

ToBa jekapcTBO chabpka 299,7 mg copOUTON BHB BCsika TabieTka. CoOpOUTONBT € U3TOYHHK Ha
¢dpykro3a. Ako BamusT nexap Bu e kazan, ye uMaTe HETOHOCUMOCT KbM HSIKOU 3aXapH Wik Bu e
MOCTaBEHA IAarHO3a HACIEICTBeHA HEMOHOCUMOCT KbM (hpykTo3a (HFI), psako remeTnaHo
3a0oIsIBaHe, IpU KOETO X0paTa He MOTaT Jja pa3rpaxkaar GpyKTo3aTa, ToBopeTe ¢ Bamms nekap npean
Jla mpueMeTe Win 1a Bu Ob1e npuiokeHo ToBa JIeKapCTBO.

56



3. Kak na npuemare Tolura

BuHaru npuemaiite ToBa IeKapcTBO TOYHO KakTo Bu e kazan Bamust nekap. AKo HE CT€ CUTYpHH B
Helo, nonuTaiTe Bamms nekap nnn gpapmanesr.

[TpenopruBanara no3a Tolura e eqna Tabnetka nHeBHO. OnMTaliTe Ce fa mpueMaTe TadeTKara 1o
€/IHO U ChIIO BpeMe Bceku JeH. Moxe aa npuemare Tolura cec nim 6e3 xpana. TabneTkure TpsOBa na
ce MOTJIBIIAT C BOJA W JIpyra Oe3aqkoxoinHa Hanutka. Baxso e na npuemare Tolura Bceku nieH,
nokato Bammsar nexap He Bu nocsBeTBa qpyro. Ako epekTsT Ha Tolura Bu ce cTpyBa npekaieHo
CHJIEH Wi c1a0, KOHCYTHpaiiTe ce ¢ Bamms nekap nnn apMareBT.

3a neyeHne Ha BUCOKO KPBBHO HallsraHe oOn4aiiHata no3a Tolura 3a moBedeTo manueHTH € eaHa
Tabierka oT 40 mg BeIHbXK JHEBHO, 3a Ja CE OCUTYPH KOHTPOJI Ha KPbBHOTO HAJIATAHE 33 IIEPHOA HAJ
24 yaca. Benpeku ToBa, moHskora BamusT nekap Moe Ja npenopbya mo-Hucka 1o3a — 20 mg
JTHEBHO WJIM TI0-BHCOKa J103a — 80 mg nueBHO. Tolura TabmeTkn He Morat na ObaaT pa3aensHu,
CJICZOBATEIIHO T€ HE ca MOAXOISIIH 33 IPUIOKECHUE MIPU MALEHTH, KOUTO C€ HYXKAAST OT 103a OT

20 mg TenMucapTaH. 3a Te3U MAMEHTH Ca HAIMYHU €KBUBAJICHTHHU NMPOIYKTH ChC ChI[aTa aKTUBHA
cheraBka. Tolura chio Moxe ga ObJie N3MONI3BaH B KOMOMHAINS ¢ JUYPETHIN (OTBOTHIBAIIN
JIeKapcTBa), KaT0 XUAPOXJIOPOTHA3UA, IPH KOETO CE MOIydYaBa JOMbIHUTEICH MOHMKABaIl eeKT
BBPXY KpBBHOTO Hassirane ¢ Tolura.

3a HamalIsiBaHe Ha ChPJICYHOCHOBUTE UHITUIEHTH oOny1aiinaTa f103a Tolura e exHa Tabnerka ot 80 mg
BEIHBX THEBHO. B Hawanoro Ha npodminaktnaans nprem Ha Tolura 80 mg TpsOBa gecto ma ce
IpocieasiBa KpPbBHOTO HAITaHE.

Axo Bamust yepen n1po0 He GyHKIMOHUPA IPaBUIHO, O0MUaifHaTa 103a HEe TpAOBa a HaJBHUIIABA
40 mg BeTHBXK THEBHO.

AKO cTe npueJIU oBeye oT HeoOxoaumara n03a Tolura
AKo cryyaifHO preMeTe TBBp/Ie MHOTO TabJIeTKH, CBbp)KeTe ce He3abaBHO ¢ Bamus nekap,
(hapmareBT WM ¢ Hal-OJU3KHS IIEHTHP 32 CIIEITHA TTOMOTII.

Ako cTe nponycHau 1a npuemere Tolura

AKo 3a0paBuTe Ja MpUEMETe eHa 1033, He ce Oe3mokoiTe. B3eMeTe mo3aTta BeIHara ImoMm ce CETUTE U
cJel TOBa MPOIBIDKETE MMpUeMa 1o OOMYaiHus HaunH. AKO He mprueMere BamaTta TabieTka ChIms
IleH, B3eMeTe oOmuaiinaTa 1o3a Ha ciueapamus AcH. He B3emaiiTe mBoitHa m03a, 3a 1a KOMIICHCHpATe
MpoIlycHaTaTa A03a.

AKO MMaTe HAKaKBU JOIBIHUTEITHA BBIIPOCH, CBBP3aHHU C YIIOTpeOaTa Ha TO3H MPOIYKT, MOJIS
nonurtaiite Bamms nekap wiu gapmarenT.

4. BBb3MOKHM HeKeJTaHu pPeaKkuuu

KakTo Bcuuku JICKapCTBa, TOBA JICKAPCTBO MOXKE A MPCAU3BHUKA HCKECIIaHU PEAKIINU, BBIIPCKU Y€ HE
BCCKHU I'M TTOJTy4daBa.

Hskou Heskes1aHU peaKIMU MO%Ke 12 €a CEPMO3HU 1 1a M3UCKBAT He3a0aBHO JeYeHHe.
Tps6Ba na mocerute He3a0aBHO Bamust ekap, ako MoMy4YuTe HAKOW OT CICTHUTE CUMIITOMHE:
Cemncuc* (4ecTo HapU4aH “OTpaBsiHE HA KPBBTA” — TEXKa MHGEKIHS C Bh3NAIUTENICH MPOLEC B ISIIOTO

TsJ10), OBP30 MOAyBaHE HAa KOXKATa W JIUTABUIIATA (AHTHOEIEM ); T€3H HEXKEIIAaH! PEaKIINH Ca PEIKU
(morart ma 3acersar g0 1 Ha 1 000 gymm), HO MHOTO cepro3HH. IlarrieHTHTE TPsOBA 1a TPEYCTAHOBST
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MpreMa Ha JIeKapCTBOTO U He3a0aBHO Ja Ce KOHCYJITHUPAT € Jiekap. AKO HE CE JIGKyBaT, Te3U PEaKIiu
MOXe Ja ObIaT (paTaiHu.

Bb3moxkuM Hexesanu peakuuu Ha Tolura

UecTn HexxenaHu peakiyu (MoraT ja 3acerHat /1o 1 Ha 10 gymm):

Hucko kpbBHO HayArane (XUMOTOHMS) TPU MAlUEHTH, JIEKYBaHH! 33 HAMAaJIsIBAaHE Ha
CHPICYHOCHOBUTE UHIIUICHTH.

HeuecTtn Hexenanu peakiuy (MoraT fia 3acerHar Jo 1 Ha 100 gymmn):

Wndexnnn Ha MHKOYHUTE IBTHIIA, THOEKIINH Ha TOPHUTE AUXATEITHH IBTUINA (HATIPAMED BH3MIaJICHO
I'bPJIO, BB3MAJICHN CHHYCH, IPOCTYAa), HaMaJieH Opoli Ha YepBEHUTE KPbBHU KIIETKH (aHEMMUS),
MIOBHUIIICHN HUBA Ha KaJMid B KPBBTA, 3aTPYAHEHO 3aCIUBaHEe, YyBCTBO 32 ThIa (ICTPECHs), IPHUIAIbK
(CMHKOM), 1yBCTBO 3a BUEHE Ha CBAT (BEPTHUTO), 3a0aBeH ChpJieueH ImyJic (Opamukapius), HUCKO
KPBBHO HAIIITaHe (XUIOTOHUS) TIPH MAIIMEHTH, JICKYBaHH 32 BUCOKO KPBBHO HAJsITaHe, 3aMaliBaHe MpU
u3MpaBsHe (OPTOCTATHIHA XUTIOTOHIS), 3ayX, KalllIHIa, KopeMHa 00JIKa, AHapUsl, CTOMAIICH
JIuckoMdopT, ra3oBe, MOBPHIIaHE, ChpOEXK, HOBUIICHO MMOTOOTACNIIHE, JIEKapCTBEH 00pHB, 00JIKa B
rpp0Oa, MyCKYJIHU ClIa3MU, MYCKYJIHA OoJika (MHaNrus), 0b0peyHo yBpekIaHHE, BKIOUUTEIHO OCTpa
OBOpevHa HeTOCTATHYHOCT, 00JIKA B TPBJIHUS KOIII, YYBCTBO 3a ¢1a00CT U MIOBUIIICHO HUBO HA
KpPCaTHHHH B KPHBTA.

Penku Hexxenanu peakuuu (Morat aa 3acerHat jio 1 Ha 1 000 gymm):

Cericuc*(4ecTo Hapu4aH “OTpaBsiHE HA KPBBTA € TeKKa MH(PEKIHs ¢ Bh3MAIUTENIEH MPOLIEC B LSJIOTO
TS0, KOSITO MOJKE J]a IOBEJ/IE 10 CMBPT), YBEIMYCH OpOi Ha ONpeAeIeH! Oel KPHBHU KIETKU
(eozuHO(uIMs), HamaleH Opoil Ha TPOMOOIUTH (TPOMOOITUTONICHHS ), TEKKA alIEPTHYHA PEaKIUs
(aHaduIakTHYHA peakiys), aleprUuHU peakuy (Hanpumep oOpuB, CbpOexk, 3aIpyAHEHO TUILAHE,
XpHIITEHE, II0TyBaHE Ha JINIIETO W HUCKO KPHBHO HAJISTaHE), TOHMKEHN HUBA HA KPBBHA 3aXap (IpH
ManyeHTy O0JIHU OT 1uabeT), TPEBOXKHOCT, ChHIIMBOCT, 3PUTEIIHU CMYIICHUS, YCKOPEH ChPJICUeH IyJIC
(TaxuKapaus), CyxoTa B ycTara, pa3cTpOeH CTOMAax, U3BpalIcHUE Ha BKyca (IUCTEy3Hs), HApyIICHUSI
Ha YyepHoApoOHaTa (hyHKIHS (ITO-BEPOSTHO € Ta3H HEeXKeJIaHa PEeaKIis ja Ce MOSBH IPH MAIIUEHTH OT
SIMOHCKY MPOU3X0/1), ObP30 MOyBaHE Ha KOXkAaTa U JTUraBuliaTa (aHruoeaem), ekzema (KoxKHO
HapyllIeHHe), 3aUepBsABaHe Ha KO)KaTa, KOIPHUBHA TpecKa (YPTHUKApHs ), TEXKBK JICKAPCTBEH OOPUB,
OoJka B cTaBUTE (apTpairus), 00JKa B KpallHUK, 0OJIKa B CyXOXKHIIUATA, TPUIIONOJ00HO 3200 IsIBaHe,
MOHMKEH XeMOTIOOWH (KphBEH MIPOTEHH ), IIOBUIIICHO HUBO HAa MMKOYHA KHCEIHHA, TOBUIICHH
YepHOPOOHU €H3UMHU WK KpeaTHH (pocoknHa3a B KPHBTA.

MHor0 peKku HeXenanu peakuuy (morar Jjia 3acerdart 10 1 gHa 10 000 gyrm)
[IporpecuBHO cpacTBaHe Ha OestopoOHaTa ThKaH (MHTEPCTUIATTHA OeoapoOHa Oosect)™ *.

Hesxenanu peakitny ¢ HEM3BECTHA YeCcTOTa (0T HATMYHKUTE JaHHU HE MOXKe a Oblie HalpaBeHa
MIPEIEHKA 32 YeCTOTAaTa):

MHTecTHHANIEH aHTHOE/IeM: TTOTlyBaHe Ha YepBara, MPOSBIBAIIO CE ChC CHMIITOMU KaTO KOpeMHa
0oJKa, TaJieHe, IOBPbhIAHEe U AUAPHsI, C€ ChOOIIaBa cies ynorpedara Ha CXOIHHU MPOTYKTH.

* CpOUTHETO MOXKE Ja c€ ClIy4dn CJ'Iy‘IafIHO W OM MOTJIO Ja 61),[[6 CBBbpP3aHO C MCXaHU3bM, KOWTO KBbM
MOMCHTA HC € U3BCCTCH.

** Cnmyyau Ha TIPOTPECHBHO cpacTBaHe Ha 0ellopoOHAaTa ThKaH ca ChOOIIaBaHHu 10 BpeMe Ha IpreM
Ha TeJIMHCApPTaH. B’preKI/I TOBA, HC € U3BECTHO AaJIM IIpUYUHATa € TCJIIMUCAPTaH.

ChobuiaBaHe HA HesKeJIaHU PeakIum

AKO ony4nTe HSIKaKBU HEXXEJIaHU JIEKapCTBEHU PEeaKIny, yBeqoMeTe Bamus nexap nin papmaienT.
ToBa BKITIOUBA BCHYKH BH3MOXKHU HEOTIMCAHU B Ta3M JINCTOBKA HEXEJIAaHU peakui. MoxeTe ChIIo J1a
CHOOIMTE HEeXKEIIAaHU PEAKITNH JUPEKTHO Ype3 HAIMOHATHATA CUCTEMa 3a ChOOIIaBaHe, IOCOYSHA B
[Mpunoxenue V. Kato cho01aBare HexellaHU PEaKIui, MOXETE J1a JaJieTe CBOSI IPUHOC 32
moJTyJaBaHe Ha TOBeYe WHpOpMAaIHsI OTHOCHO 0€301acHOCTTa Ha TOBA JICKapCTRO.
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5. Kak na cexpansasare Tolura
Ja ce cbxpaHsBa Ha MACTO, HEAOCTBITHO 32 JeLa.

He u3non3Baiite TOBa JIEKapCcTBO CiIe CPOKa Ha TOAHOCT, OTOEsI3aH BbPXY KapTOHEHATa OMTAaKOBKA M
omucrepa cien “T'oxgen no:/EXP”. CpoKbT Ha TOMHOCT OTIOBapsi HA MOCIICAHUS ACH OT TIOCOYCHHS
Mecell.

Ja ne ce cpxpanssa Haa 30°C.
Jla ce chxpaHsBa B OpUTMHAIHATA OMTAKOBKa, 32 JIa Ce MPeANa3d OT CBETIIMHA.

He usxBbpisiiTe 1eKapcTBaTa B KaHAIU3ALMATA WK B KOHTEHHEPA 32 JOMAIIHU OTHAIbLIH.
INomuraiite Bamms apManeBT Kak Ja W3XBBPIIATE JISKapCTBaTa, KOUTO Bedue He n3Moi3Bare. Te3u
MEPKH L€ CIIOMOTHAT 3a OIla3BaHE HA OKOJIHATA CPENa.

6. ChbabpikaHue HA OIIAKOBKATA U AONbJIHUTEIHA HH(OPMALUS

KakBo cbabp:xa Tolura

- AKTHBHOTO BEIIECTBO € TeIMHcapTaH. Beska Tabnetka chabppika 80 mg TenmMucapTaH.

- Jlpyrure chCTaBKH ca MOBHUIOH, METTTyMHH, HATPHEB XUAPOKCU, TAKT03a MOHOXHUIPAT,
copburon (E420) n maruesues creapat. Bikre Touka 2 ,,Tolura cbappika Jakro3a u cOpOUTOIN

(E420).

Kak m3riesxaa Tolura u KakBo ChABPKA ONIAKOBKATA
Tolura 80 mg ca 6enu 10 mouTH 6€1H, TBOWHOM3ITBKHAIN TaOJIEeTKN ¢ (hopMa Ha KaTCyIIH.

Tolura ce nmpeayiara B OJIMCTEpH B ONIAKOBKH, Chabpkamu 14, 28, 30, 56, 84, 90, 98 wiu 100 TabneTky.
He Bcruky BUIOBE OMAKOBKH MOTaT Jia OBIAT ITyCHATH Ha Ta3apa.

[puTexaresn HA pa3pelIeHHETO 32 yIOTPeda
KRKA, d.d., Novo mesto, Smarjeska cesta 6, 8501 Novo mesto, CrioBeHus

IIpousBoauTe

KRKA, d.d., Novo mesto, gmarjeéka cesta 6, 8501 Novo mesto, CnoBenust
KRKA-POLSKA Sp. z 0.0., ul. Rownolegta 5, 02-235 Warszawa, [Tomnmia
TAD Pharma GmbH, Heinz-Lohmann-Straf3e 5, 27472 Cuxhaven, ['epmanus

3a momenHUTENHA HH(GOPMAIHS OTHOCHO TO3H JICKAPCTBEH MPOIYKT, MOJISI CBBPIKETE CE C JIOKATHUS
MIPEACTaBHUTEN Ha TIPUTEXKATEIS Ha pa3pelIeHneTo 3a yrnorpeoda:

Belgié/Belgique/Belgien Lietuva

KRKA Belgium, SA. UAB KRKA Lietuva

Tél/Tel: + 32 (0) 487 50 73 62 Tel: +370 5 236 27 40

Bbbarapus Luxembourg/Luxemburg

KPKA Bboarapus EOO/] KRKA Belgium, SA.

Ten.: + 359 (02) 962 34 50 Tél/Tel: + 32 (0) 487 50 73 62 (BE)
Ceska republika Magyarorszag

KRKA CR, s.r.o. KRKA Magyarorszag Kereskedelmi Kft.
Tel: + 420 (0) 221 115 150 Tel.: + 36 (1) 355 8490

Danmark Malta

KRKA Sverige AB E.J. Busuttil Ltd.

TIf: + 46 (0)8 643 67 66 (SE) Tel: + 356 21 445 885
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Deutschland
TAD Pharma GmbH
Tel: + 49 (0) 4721 606-0

Eesti
KRKA, d.d., Novo mesto Eesti filiaal
Tel: + 372 (0) 6 671 658

Elhada
KRKA EAAAX EIIE
TnA: +30 2100101613

Espaia
KRKA Farmacéutica, S.L.
Tel: +34 911 61 03 80

France
KRKA France Eurl
Tél: + 33 (0)1 57 40 82 25

Hrvatska
KRKA - FARMA d.o.0.
Tel: +3851 6312 101

Ireland
KRKA Pharma Dublin, Ltd.
Tel: +353 1413 3710

Island
LYFIS ehf.
Simi: + 354 534 3500

Italia
KRKA Farmaceutici Milano S.r.1.
Tel: + 39 02 3300 8841

Kvnpog
KI.PA (PHARMACAL) LIMITED
TnA: + 357 24 651 882

Latvija
KRKA Latvija STA
Tel: +371 6 733 86 10

Nederland
KRKA Belgium, SA.
Tel: + 32 (0) 487 50 73 62 (BE)

Norge
KRKA Sverige AB
TIf: + 46 (0)8 643 67 66 (SE)

Osterreich
KRKA Pharma GmbH, Wien
Tel: + 43 (0)1 66 24 300

Polska
KRKA-POLSKA Sp. z 0.0.
Tel.: + 48 (0)22 573 7500

Portugal
KRKA Farmacéutica, Sociedade Unipessoal Lda.
Tel: + 351 (0)21 46 43 650

Romania
KRKA Romania S.R.L., Bucharest
Tel: +4 021 310 66 05

Slovenija
KRKA, d.d., Novo mesto
Tel: + 386 (0) 1 47 51 100

Slovenska republika
KRKA Slovensko, s.r.o.
Tel: + 421 (0) 2 571 04 501

Suomi/Finland
KRKA Finland Oy
Puh/Tel: + 358 20 754 5330

Sverige
KRKA Sverige AB
Tel: + 46 (0)8 643 67 66 (SE)

}laTa Ha MOCJICAHO MpepasriiekJaHne Ha JIUCTOBKaTa

[Tonpo6Ha nHboOpMaIKs 3a TOBa JIEKAPCTBO € MpeJIocTaBeHa Ha yebcaiita Ha EBpomneiickaTta areHIus

T10 JIeKapcTBara http://www.ema.europa.eu/.
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